WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) Internationa! Patent Classification 6 
C07D 213/73, A61K 31/44 



Al 



(11) International Publication Number: WO 97/36871 

(43) International Publication Date: 9 October 1997 (09.10.97) 



(21) International Application Number: 



PCT/IB97/00132 



(22) International Filing Date: 



17 February 1997 (17.02.97) 



(30) Priority Data: 
60/014,343 



29 March 1996 (29.03.96) 



US 



(71) Applicant (for all designated States except US): PFIZER INC. 

[US/US]; 235 East 42nd Street, New York. NY 10017 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): LOWE, John, Adams, III 
IUS/US]; 28 Coveside Lane, Stonington, CT 06378 (US). 
WHITTLE, Peter, John [GB/GB]; Pfizer Central Research, 
Ramsgate Road, Sandwich, Kent CT13 9NJ (GB). 

(74) Agents: SPIEGEL, Allen, J. et al.; Pfizer Inc., 235 East 42nd 
Street. New York, NY 10017 (US). 



(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR. 
BY, CA, CH, CN, CU, CZ. DE, DK, EE, ES, Fl, GB. GE, 
HU, IL, IS, JP, KE, KG. KP, KR, KZ, LC, LK, LR, LS. 
LT, LU, LV. MD. MG, MK, MN. MW. MX, NO, NZ, PL, 
PT, RO, RU, SD, SE, SG, SI. SK, TJ, TM, TR, TT, UA. 
UG, US, UZ. VN. YU. ARIPO patent (KE, LS. MW, SD, 
SZ, UG), Eurasian patent (AM, AZ, BY, KG, KZ. MD, RU, 
TJ, TM). European patent (AT. BE, CH. DE, DK. ES, FI, 
FR. GB. GR, IE, IT, LU, MC, NL, PT. SE), OAPI patent 
(BF. BJ. CF, CG, CI, CM, GA, GN, ML, MR, NE, SN, TD, 
TG). 



Published 

With international search report. 



(54) Title: 6-PHENYLPYRIDYL-2- AMINE DERIVATIVES 
(57) Abstract 

The present invention relates to certain 6-phenyl-pyridin-2~ylamine derivatives that exhibit activity as nitric oxide synthase (NOS) 
inhibitors, to pharmaceutical compositions containing them and to their use in the treatment and prevention of central nervous system 
disorders. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


AM 


Aimenia 


FI 


Finland 


LT 


Lithuania 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


BB 


Barbados 


CH 


Ghana 


MG 


Madagascar 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


BG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


a 


Cote d'lvohe 


KP 


Democratic People's 


NZ 


New Zealand 


CM 


Cameroon 




Republic of Korea 


PL 


Poland 


CN 


China 


KR 


Republic of Korea 


PT 


Portugal 


CU 


Cuba 


KZ 


Kazakstan 


RO 


Romania 


CZ 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 


DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 


DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 


EE 


Estonia 


LR 


Liberia 


SG 


Singapore 



SI 


Slovenia 


SK 


Slovakia 


SN 


Senegal 


sz 


Swaziland 


TD 


Chad 


TG 


Togo 


TJ 


Tajikistan 


TM 


Turkmenistan 


TR 


Turkey 


TT 


Trinidad and Tobago 


UA 


Ukraine 


UG 


Uganda 


US 


United States of America 


uz 


Uzbekistan 


VN 


Viet Nam 


YU 


Yugoslavia 


ZW 


Zimbabwe 



WO 97/36871 



PCT/IB97/00132 



5 6-PHENYLPYR1DYL-2-AMINE DERIVATIVES 

The present invention relates to certain 6-phenylpyridyl-2-amine derivatives 
that exhibit activity as nitric oxide synthase (NOS) inhibitors, to pharmaceutical 
compositions containing them and to their use in the treatment and prevention of 
central nervous system disorders, inflammatory disorders, septic shock and other 
10 disorders. 

There are three known isoforms of NOS - an inducible form (l-NOS) and two 
constitutive forms referred to as, respectively, neuronal NOS (N-NOS) and endothelial 
NOS (E-NOS). Each of these enzymes carries out the conversion of arginine to 
citrulline while producing a molecule of nitric oxide (NO) in response to various 

15 stimuli. It is believed that excess nitric oxide (NO) production by NOS plays a role 
in the pathology of a number of disorders and conditions in mammals. For example, 
NO produced by l-NOS is thought to play a role in diseases that involve systemic 
hypotension such as toxic shock and therapy with certain cytokines. It has been 
shown that cancer patients treated with cytokines such as interleukin 1 (IL-1), 

20 interleukin 2 (IL-2) or tumor necrosis factor (TNF) suffer cytokine-induced shock and 
hypotension due to NO produced from macrophages, Le^ inducible NOS (l-NOS), see 
Chemical & Engineering News , Dec. 20, p. 33, (1 993). l-NOS inhibitors can reverse 
this. It is also believed that l-NOS plays a role in the pathology of diseases of the 
central nervous system such as ischemia. For example, inhibition of l-NOS has been 

25 shown to ameliorate cerebral ischemic damage in rats, see Am. J. Phvsiol. . 268, p. 
R286 (1995)). Suppression of adjuvant induced arthritis by selective inhibition of I- 
NOS is reported in Eur. J. Pharmacol ., 273, p. 15-24 (1995). 

NO produced by N-NOS is thought to play a role in diseases such as cerebral 
ischemia, pain, and opiate tolerance. For example, inhibition of N-NOS decreases 

30 infarct volume after proximal middle cerebral artery occlusion in the rat, see 

Cerebr. Blood Flow Metab ., 14, p. 924-929 (1994). N-NOS inhibition has also been 
shown to be effective in antinociception, as evidenced by activity in the late phase 
of the formalin-induced hindpaw licking and acetic acid-induced abdominal 
constriction assays, see Br. J. Pharmacol. , 110, p. 219-224 (1993). Finally, opioid 

35 withdrawal in rodents has been reported to be reduced by N-NOS inhibition, see 
Neuropsvchooharmacol ., 13, p. 269-293 (1995). 
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Summary of the Invention 
This invention relates to compounds of the formula 

R io 




( I ) 



and the pharmaceutical! 1 / acceptable salts thereof, wherein 

R 1 and R 2 are selected, independently, from (CVC 0 ) alkyl, 

1 5 tetrahydronaphthalene and aralkyl, wherein the aryl moiety of said aralkyl is phenyl 
or naphthyl and the alkyl moiety is straight or branched and contains from 1 to 6 
carbon atoms, and wherein said (0,-0©) alkyl and said tetrahydronaphthalene and the 
aryl moiety of said aralkyl may optionally be substituted with from one to three 
substituents, preferably from zero to two substituents, that are selected, 

20 independently, from halo ( e.g. . chloro, fluoro, bromo, iodo), nitro, hydroxy, cyano, 
amino, (CVC4) alkoxy, and (C,-^) alkylamino; 

or R 1 and R 2 form, together with the nitrogen to which they are attached, a 
piperazine, piperidine or pyrrolidine ring or an azabicyclic ring containing from 6 to 
1 4 ring members, from 1 to 3 of which are nitrogen and the rest of which are 

25 carbon, wherein examples of said azabicyclic rings are the following 



30 
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wherein R 3 and R 4 are selected from hydrogen, (CVCJalkyl, phenyl, naphthyl, 
(C r C 6 )alkyl-C( = 0)- f HC< = 0)-, (C.-CeJalkoxy-tC^O)-, phenyl-C< = 0)-, naphthyl- 
C( = OK and R 7 R 8 NC( = 0>- wherein R 7 and R e are selected, independently, from 
hydrogen and (CVC 6 )alkyl; 
5 R 5 is selected from hydrogen, {CVCeJalkyl, phenyl, naphthyl, phenyMC,- 

C 6 )alkyl- and naphthyKCVC^alkyl-; 

and wherein said piperazine, piperidine and pyrrolidine rings may optionally be 
substituted with one or more substituents, preferably with from zero to two 
substituents that are selected, independently, from (CVC 6 )alkyl, amino, (C,-C 8 ) 
10 alkylamino, ldi-(C r C 0 )alkyl)amino, phenyl substituted 5 to 6 membered heterocyclic 
rings containing from 1 to 4 rings nitrogen atoms, benzoyl, benzoylmethyl, 
benzylcarbonyl, phenylaminocarbonyl, phenylethyl and phenoxycarbonyl, and wherein 
the phenyl moieties of any of the foregoing substituents may optionally be 
substituted with one or more substituents, preferably with from zero to two 
1 5 substituents, that are selected, independently, from halo, (d-Cglalkyl, (d-C 3 )alkoxy, 
nitro, amino, cyano, CF 3 and OCF 3 ; 
n is 0,1 or 2; 
m is 0,1, or 2; 

each R e and each R 9 is selected, independently, from (CVCJalkyl, aryl-(C r 
20 C 4 )alkyl wherein said aryl is selected from phenyl and naphthyl; ally! and phenallyl; 

X and Y are selected, independently, from methyl, methoxy, hydroxy and 
hydrogen; and 

R 10 is <CVC e ) alkyl; 

with the proviso that R 8 is absent when N is zero and R 9 is absent when m 

25 is zero. 

The present invention also relates to the pharmaceutical^ acceptable acid 
addition salts of compounds of the formula I. The acids which are used to prepare 
the pharmaceutical^ acceptable acid addition salts of the aforementioned base 
compounds of this invention are those which form non-toxic acid addition salts, Le^, 
30 salts containing pharmacologically acceptable anions, such as the hydrochloride, 
- hydrobromide, hydroiodide, nitrate, sulfate, bisulfate, phosphate, acid phosphate, 
acetate, lactate, citrate, acid citrate, tartrate, bitartrate, succinate, mateate, 
fumarate, gluconate, saccharate, benzoate, methanesulfonate, ethanesulfonate. 
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benzenesulfonate, p-toluenesulfonate and pamoate [ i.e. , 1 ,1-methylene-bis-(2- 
hydroxy-3-naphthoate)] salts. 

The term "alkyl", as used herein, unless otherwise indicated, includes 
saturated monovalent hydrocarbon radicals having straight, branched or cyclic 
5 moieties or combinations thereof. 

The term "one or more substituents", as used herein, refers to a number of 
substituents that equals from one to the maximum number of substituents possible 
based on the number of available bonding sites. 

The term "halo", as used herein, unless otherwise indicated, includes chloro, 
0 fluoro, bromo and iodo. 

Examples of preferred compounds of this invention are compounds of the 
formula I, and their pharmaceutical^ acceptable salts, wherein NR'R 2 is: 

4-phenoxycarbonylpiperazin-1-yl; 

4-(4-fluorophenylacetyl)piperazin-1-yl; 
5 4-phenylethylpiperazin-1 -yl; 

4-phenoxymethylcarbonylpiperazin-1-yl; 

4-phenylaminocarbonylpiperazin-1-yl; 

4-benzoylmethylpiperazin-1-yl; or 

4-benzylcarbonylpiperazin-1 -yl. 
0 Other preferred compounds of this invention are compounds of the formula 

I, and their pharmaceutical^ acceptable salts, wherein NR'R 2 is a group of the 
formula 




H 

wherein NR 3 R 4 is NH 2 . 

Other preferred compounds of this invention are compounds of the formula 
I, and their pharmaceutical^ acceptable salts, wherein NR'R 2 is a group of the 
formula 
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NR 3 R< 



5 



10 



15 




wherein R 5 is aralkyl, s^g., benzyl, and R 6 is (4-fIuoro)phenylacetyL 
Specific preferred compounds of the present invention include the following: 
20 i-(4-{2-[4-{6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-ethanone; 

1-(4-{2-[4-(6-Amino-pyridin-2-yl)-phenyl}-ethyl}-piperazin-1-y])-2-methoxy- 

ethanone; 

1 -(4-{2-l4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-2-phenoxy- 
ethanone; 

25 (4-{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-cyclopentyl- 
methanone; 

1- (4-{2-I4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-2-phenyl- 
ethanone; 

3-{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-3-aza-bicyclo[3.1 .0]hex-6- 
30 ylamine; 

2- (4-{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyi}-piperazin-1-yl)-1-phenyl- 
ethanone; 
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1-(4-{2-[4-<6-Amino-pyridin-2-y!)-ph 
phenyD-ethanone; 

6-{4-[2H4-Phenethyl-piperazin-1-yl)-ethyl]-phenyl}-pyridin-2 

2M4-{2M4-{6-Amino-pyridin-2-yl)-phenyl]-ethyl}-pipera2in-1.yl).l-phenyl- 
5 ethanol; 

{2-[4-<6-Amino-pyridin^ 
yl)-amine; 

6-(4-{2-[4-<2-Amino-2-phenyl-ethyl)-pipe^ 
ylamine; 

6-{4-[2-<4-Amino-2,6-drmethyl-piperidin-1-yl^^ 
6-{4-[2-<4-Methyl-piperazin^ 

(3-{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-3-aza-bicyclo[3.1.0]hex-6-yl)- 
dimethyl-amine; 

6-[4-{2-Amino-ethyl)-phenyl]-pyridin-2-ylamine; 
6-{4-[2-(8-Aza-spiro[4.5)dec-8-yl)-ethyl]-phenyl}-pyridin-2-ylamine; 
6-{4-[2-{4Hsobutyl-piperazin-1-yl)-ethyi]-phenyl}-pyridin-2-ylamine; 
2-<4-{2-[4-(6-Amino-pyridin-2-yI)-phenyl^ 
acetamide; 

4-{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazine-1 -carboxylic acid p- 
tolyl-amide; 

6-(4-{2-[4-<3-Phenyl-propyl)-piperaz^ 
1-(4-{2-(4-(6-Amino-pyridin-2-yl)-phenyI]^^ 
phenyD-ethanone; 

8-{2-[4-(6-Amino-pyridin-2-yl).phenyl]-ethyl}-3-benzyl-1 ,3,8-triaza- 
spiro[4.5]decane-2,4-dione; 

N-{1.{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-pyrrolidin-3-yI)-2-{4-fl^ 
phenyD-acetamide; 

8-{2-[4.(6-Amino-pyridin-2-yl)-phenylJ-ethyl}-8-aza-bicyclo[3.2.1]oct-3- 
ylamine; 

3-{2-(4.(6-Amino-pyridin-2-yI)-phenyl]-ethyl}-3-aza-bicyclof3.2.1]oct-8- 
ylamine; 

2-Amino-1-(4-{2-[4-(6-amino-pyridin-2-yl)-phenyi]-ethyl}-piperazin-1-yn-3- 
phenyl-propan-1 -one; 
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6-{4-[2-(4-Amino-piperidin-1-yl)-ethyl]-phenyl}-pyridin-2-ylamine; 
6-{4-[2-(4-Benzhydryl-piperazinO-yl)-ethyll-phenyl}-pyridin-2-ylamine; 
6-{4-[2-(4-Benzhydryl-piperidin-l-yl)-ethyl]-phenyl}-pyridin-2-ylamine; 
6-{4-[(Cyclohexyl-methyl-amino)-methyl]-phenyl}-pyridin-2-ylamine; 
5 6-{4-[(Cyclohexyl-methyl-amino)-methyI]-2-methoxy-phenyl}-pyridin-2-ylamine; 
6-[4-(Phenethylamino-methyl)-phenyl]-pyridin-2-ylamine; 
6-[2-Methoxy-4-(phenethylamino-methyl)-phenyl]-pyridin-2-ylairiine; 
6-[4-(4-Amino-piperidin-1-ylmethyl)-phenyl}-pyridin-2-ylamine; 
6-{4-[(CyclohexyI-methyl-amino)-methyl]-2-fluoro-phenyl}-pyridin-2-y]amine; 
10 Other compounds of the formula I include: 

1- (4-{2-[4-(6-Amino-pyridin-2-yl)-2-methoxy-phenyl]-ethyl}-piperazin-1-yl)-2- 

phenyl-ethanone; 

6-{4-[2-{4-lsobutyl-piperazin-1-yl)-ethyl]-2-methoxy-phenyl}-pyridin-2-ylamine; 

3-{ 2-(4-( 6* Amino-pyridin-2-yl)-2-methoxy- phenyl ]-ethyl}-3-a za- 

1 5 bicyclo[3. 1 Olhex-6-ylamine; 

{2-l4-(6-Amino-pyridin-2-yl)-2-methoxy-phenyl]-ethyl}-(3-oxa-9-aza- 

bicyclo[3.3. 1 )non-7-yl)-amine; 

6-(4-{2-[4-{2-Amino-2-phenyl-ethyl)-piperazin-1-ylJ-ethyI}-2-methoxy'phenyl)- 

pyridin-2-ylamine; 

20 6-{4-[2-(4-Amino-2-methoxy-piperidin-1-yl)-ethyl]-2-methoxy-phenyl}-pyridin- 
2-ylamine; 

2- (4-{2-[4-(6-Amino-pyridin-2-yl)-2-methoxy-phenyl]-ethyl}-piperazin-1-yl)-N- 

isopropyi-acetamide; 

6-[4-(4-Amino-piperidin-1-ylmethyl)-2-methoxy-phenyl}-pyridin-2-ylamine; 
25 1 -(4-{2-[4-(6-Amino-pyridin-2-yl)-2-methyl-phenyl]-ethyl}-piperazin-1 -y!)-2- 

phenyl-ethanone; 

6-{4-l2-(4-lsobutyl-piperazin-1-yl)-ethyl]-2-methyl-phenyl}-pyridin-2-ylamine; 

3- {2-[4-{6-Amino-pyridin-2-yl)-2-methyl-phenyl]-ethyl}-3-aza- 

bicyclo[3. 1 .0]hex-6-ylamine; 
30 2-(4-{2-l4-(6-Amino-pyridin-2-yl)-2-methyl-phenyl]-ethyl}-piperazin-1-yl)-1- 

phenyl-ethanone; 

1-(4-{2-l4-(6-Amino-pyridin-2-yl)-2-methyl-phenyl]-ethyl}-pipera2in-1-yl)-2-(4- 
fluoro-phenyD-ethanone; 
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6-{4-[2-(4-Phenethyl-piperazin-1-yl)^thyl]-2-methyl-phenyl}-pyridin-2-ylamine; 
2-(4-{2-[4-(6-Amino-pyridin-2-yl)-2-methyl-phenyl]-ethyl}-piperazin-1-yl)-1- 
phenyl-ethanol; 

{2-[4-{6-Amino-pyridin-2-yl)-2-methyl-phenyI]-ethyl}-(3-oxa-9-aza- 
5 bicyclo(3.3. 1 ]non-7-yl)-amine; 

6-(4-{2-[4-{2-Amino-2-phenyl-ethyl)«piperazin-1-yl]-ethyl}-2"methyl-phenyI)- 
pyridin-2-ylamine; 

6-{4-[2-(4-Amino-2,6<limethyl-piperidin-1-yl)-ethyl]-2-methyl-phenyl}-pyridin- 
2-ylamine; 

10 2-{4-{2-[4-(6-Amino-pyridin-2-yl)-2-methyl-phenylJ-ethyl}-piperazin-1-yi)-N- 
isopropyl-acetamide; 

6-[4-(4-Amino-piperidin-1-yimethyl)-2-methyI-phenyl}-pyridin-2-ylamine; 

N-(1-{2-{4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-pyrrolidin-3-yl)-2-phenyl- 
acetamide; 

1 5 N-(1 -{2-l4-(6-Amino-pyridin-2-yl)-phenyl}-ethyl}-pyrrolidin-3-yl)-2-(3- 

trifluoromethylphenyD-acetamide; 

N-(1-{2-[4-(6-Amino-pyridin-2-yl)-phenyl)-ethyI}-pyrrolidin-3-yl)-2-(4-to!yD- 
acetamide; 

N-(1 - {2-(4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-pyrrolidin-3-yl)-2-{4- 
20 methoxyphenyi)-acetamide; 

2-(4-{2-[4-{6-Amino-pyridin-2-yl)-2-methoxy-phenyl]-ethyl}-piperazin-1-yl)-1- 
phenyl-ethanone; 

1- (4-{2-[4-{6-Amino-pyridin-2-yl)-2nTietho^ 
fluoro-phenyl)-ethanone; 

25 N-(1-{2-[4-(6-Amino-pyridin-2-yl)-phenyI]-ethyl}-pyrro!idin-3-yl)-2-cyclohexyI- 
acetamide; 

2- (4-{2-[4-(6-Amino-pyridin-2-yl)-phenyl)-ethyl}-piperazin-1 -yl)-1 -{4-tolyD- 
ethanone; 

2-(4-{2-[4-(6-Amino-pyridin-2-yl) -phenyl ]-ethy I }-piperazin- 1 -yl)-1 -(4- 
30 methoxyphenyD-ethanone; 

2-(4-{2-[4-(6-Amino-pyridin-2-yl)-phenyI)-ethyi}-piperazin- 1 -yl)- 1 -(4- 
chlorophenyD-ethanone; 
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2-(4-{2-[4-{6-Amino-pyridin-2-yl)-phenyl]-ethy!}-piperazin-1 -yl)-1 -(4- 
fluorophenyD-ethanone; 

2- {4-{2-[4-(6-Amino-pyridin-2-yl)-pheny!)-ethyl}-piperazin-1-y!)-1-cyclohexyl- 
ethanone; 

5 1-{4-{2-[4-(6-Amino-pyridin-2-yI)-2-fluoro-phenyl]-ethyl}-piperazin-1 -yl)-2- 

phenyl-ethanone; 

6-{4-[2-(4-lsobutyl-piperazin-1-yl)-ethyl]-2-fluoro-phenyI}-pyridin-2-ylamine; 

3- {2-[4-(6-Amino-pyridin-2-yl)-2-fluoro-phenyll-ethyl}-3-aza-bicyclo[3.1.0Ihex- 
6-ylamine; 

1 0 2-(4-{2-[4-(6-Amino-pyridin-2-yl)-2-fluoro-phenylJ-ethyl}-piperazin- 1 -yl)-1 - 

phenyl-ethanone; 

1- (4-{2-[4-(6-Amino-pyridin-2-yl)-2-fluoro-phenyl)-ethyl}-piperazin-1-yl)-2-(4- 
fluoro-phenyD-ethanone; 

6-{4-[2-(4-Phenethyl-piperazin-1-yl)-ethyl]-2-fluoro-phenyl}-pyridin-2-ylamine; 
1 5 2-(4-{2-l4-(6-Amino-pyridin-2-yI)-2-fluoro-phenyl]-ethyl}-piperazin-1-yl)-1- 
phenyl-ethanol; 

{2-[4-<6-Amino-pyridin-2-yl)-2-f luoro-phenyl]-ethyl}-(3-oxa-9-aza- 
bicyclo[3.3. 1 ]non-7-yl)-amine; 

6-(4-{2-[4-{2-Amino-2-phenyl-ethyl)-piperazin-1-yl]-ethyl}-2-fluoro-phenyl)- 
20 pyridin-2-ylamine; 

6-{4-[2-(4-Amino-2-fluoro-piperidin-1-yl)-ethylJ-2-fluoro-phenyl}-pyridin-2- 
ylamine; 

2- (4-{2-[4-(6-Amino-pyridin-2"yl)-2-fluoro-phenyl]-ethyl}-piperazin-1 -y!)-N- 
isopropyl-acetamide; 

25 6-[4-(4-Amino-piperidin-1-ylmethyl)-2-fluoro-phenyl}-pyridin-2-ylamine; 

6-{4-[2M4-Amino-2,6-diethyl-piperidin-1 -yl)-ethyl]-phenyl}-pyridin-2-ylamine; 
6-{4-l2-(4-Amino-2 / 6-dibenzyl-piperidin-1-yl)-ethyl]-phenyl}-pyridin-2-ylamine; 
{2-[4-(6-Amino-pyridin-2-yI)-phenyl]-ethyl}-(9-(4-fluoro)-benzyI-3-oxa-9-aza- 
bicyclo[3.3.1 )non-7-yl)-amine; 
30 {2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyI}-(9-(4-chloro)-benzyl-3-oxa-9-aza- 
bicyclo[3.3. 1 ]non-7-yl)-amine; 

{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-(9-(4-methyI)-benzyl-3-oxa-9-aza- 
bicyclo[3.3. 1 ]non-7-yl)-amine; and 
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{2-[4-(6-Amino-pyridin-2-yl)-pheny^e^ 
bicyclo[3.3. 1 )non-7-yl)-amine. 

The present invention also relates to a pharmaceutical composition for treating 
or preventing a condition selected from the group consisting of migraine 
5 inflammatory diseases (e.g., asthma), stroke, acute and chronic pain, hypovolemic 
shock, traumatic shock, reperfusion injury, Crohn's disease, ulcerative colitis, septic 
shock, multiple sclerosis, AIDS associated dementia, neurodegenerative diseases, 
neuron toxicity, Alzheimer's disease, chemical dependencies and addiction (e.q^ 
dependencies on drugs, alcohol and nicotine), emesis, epilepsy, anxiety, psychosis, 
0 head trauma, adult respiratory distress syndrome (ARDS), morphine induced 
tolerance and withdrawal symptoms, inflammatory bowel disease, osteoarthritis, 
rheumatoid arthritis, ovulation, dilated cardiomyopathy, acute spinal cord injury, 
Huntington's disease, Parkinson's disease, glaucoma, macular degeneration, diabetic 
neuropathy, diabetic nephropathy and cancer in a mammal, including a human, 
5 comprising an amount of a compound of the formula I, or a pharmaceuticaliy 
acceptable salt thereof that is effective in treating or preventing such condition, and 
a pharmaceuticaliy acceptable carrier. 

The present invention also relates to a method of treating or preventing a 
condition selected from the group consisting of migraine inflammatory diseases ( e.g. . 
asthma), stroke, acute and chronic pain, hypovolemic shock, traumatic shock, 
reperfusion injury, Crohn's disease, ulcerative colitis, septic shock, multiple sclerosis, 
AIDS associated dementia, neurodegenerative diseases, neuron toxicity, Alzheimer's 
disease, chemical dependencies and addictions te^, dependencies on drugs, alcohol 
and nicotine), emesis, epilepsy, anxiety, psychosis, head trauma, adult respiratory 
distress syndrome (ARDS), morphine induced tolerance and withdrawal symptoms, 
inflammatory bowel disease, osteoarthritis, rheumatoid arthritis, ovulation, dilated 
cardiomyopathy, acute spinal cord injury, Huntington's disease, Parkinson's disease, 
glaucoma, macular degeneration, diabetic neuropathy, diabetic nephropathy and 
cancer in a mammal, including a human, comprising administering to said mammal 
an amount of a compound of the formula I, or a pharmaceuticaliy acceptable salt 
thereof, that is effective in treating or preventing such condition. 

The present invention also relates to a pharmaceutical composition for 
inhibiting nitric oxide synthase (NOS) in a mammal, including a human, comprising 
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an NOS inhibiting effective amount of a compound of the formula I, or a 
pharmaceutical^ acceptable salt thereof and a pharmaceutical^ acceptable carrier. 

The present invention also relates to a method of inhibiting NOS in a mammal, 
including a human, comprising administering to said mammal a NOS inhibiting 
5 effective amount of a compound of the formula I, or a pharmaceutical^ acceptable 
salt thereof. 

The present invention also relates to a pharmaceutical composition for treating 
or preventing a condition selected from the group consisting of migraine, 
inflammatory diseases (fi^, asthma), stroke, acute and chronic pain, hypovolemic 

1 0 shock, traumatic shock, reperfusion injury, Crohn's disease, ulcerative colitis, septic 
shock, multiple sclerosis. AIDS associated dementia, neurodegenerative diseases, 
neuron toxicity, Alzheimer's disease, chemical dependencies and addictions (e^su, 
dependencies on drugs, alcohol and nicotine), emesis, epilepsy, anxiety, psychosis, 
head trauma, adult respiratory distress syndrome (ARDS), morphine induced 

1 5 tolerance and withdrawal symptoms, inflammatory bowel disease, osteoarthritis, 
rheumatoid arthritis ovulation, dilated cardiomyopathy, acute spinal cord injury, 
Huntington's disease. Parkinson's disease, glaucoma, macular degeneration, diabetic 
neuropathy, diabetic nephropathy and cancer in a mammal, including a human, 
comprising a NOS inhibiting effective amount of a compound of the formula I, or a 

20 pharmaceutical^ acceptable salt thereof and a pharmaceutical^ acceptable carrier. 

The present invention also relates to a method of treating or preventing a 
condition selected from the group consisting of migraine, inflammatory diseases 
( e a , , asthma), stroke, acute and chronic pain, hypovolemic shock, traumatic shock, 
reperfusion injury. Crohn's disease, ulcerative colitis, septic shock, multiple sclerosis. 

25 AIDS associated dementia, neurodegenerative diseases, neuron toxicity. Alzheimer's 
disease, chemical dependencies and addictions (sLfl,. dependencies on drugs, alcohol 
or nicotine), emesis, epilepsy, anxiety, psychosis, head trauma, adult respiratory 
distress syndrome (ARDS), morphine induced tolerance and withdrawal symptoms, 
inflammatory bowel disease, osteoarthritis, rheumatoid arthritis, ovulation, dilated 
30 cardiomyopathy, acute spinal cord injury, Huntington's disease, Parkinson's disease, 
- glaucoma, macular degeneration, diabetic neuropathy, diabetic nephropathy and 
cancer in a mammal, including a human, comprising administering to said mammal 
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a NOS inhibiting effective amount of a compound of the formula II, or a 
pharmaceutical^ acceptable salt thereof. 

Compounds of formula I have chiral centers and therefore may exist in 
different enantiomeric and diastereomic forms. This invention relates to all optical 
5 isomers and all stereoisomers of compounds of the formula I and mixtures thereof, 
and to all pharmaceutical compositions and methods of treatment defined above that 
contain or employ them, respectively. 

Formulae I and II above include compounds identical to those depicted but for 
the fact that one or more hydrogen, carbon or other atoms are replaced by isotopes 
10 thereof. Such compounds may be useful as research and diagnostic tools in 
metabolism pharmacokinetic studies and in binding assays. 

Detailed Description of the Invention 
1 5 The compounds of the formula I may be prepared as described in the 

following reaction schemes and discussion. Unless otherwise indicated, R\ R 2 , R 3 , 
R 4 , R 5 , R 6 , R 7 , R 8 , R 9 and R 10 and structural formula I in the reaction schemes and 
discussion that follow are defined as above. 
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The starting materials used in the procedure of Scheme 1 are either commercially 
available, known in the art or readily obtainable form known compounds by methods 
that will be apparent to those skilled in the art. Referring to Scheme 1 , the 
conversion of the compound of formula II into the compound of formula III may be 
5 carried out by first converting the compound of formula II into the corresponding 2- 
amino compound by reacting it with ammonia in a polar hydroxylic or polar 
nonhydroxylic solvent at a temperature of about 100°C to about 250 °C and a 
pressure of about 50 to about 500 p.s.i. for about 1 to 24 hours, preferably using 
a stainless steel bomb. The pyrrolyl group is then added using hexane-2,5-dione, 
10 either neat or in a non-polar solvent such as toluene, in the presence of an acidic 
catalyst such as acetic acid or hydrochloric acid, at a temperature from about room 
temperature to about the reflux temperature, generally the latter, for about 1 to 72 
hours. 

The conversion of the compound of formula III formed in the above reaction 

1 5 into the compound of formula IV is carried out using a transition metal mediated 
coupling reaction with a suitably substituted aryl iodide or bromide. More 
specifically, the lithium derivative of the compound of formula III is generated in an 
ethereal or hydrocarbon solvent at a temperature from about -100°C to about room 
temperature, preferably at about -78 °C, using an alkyl lithium such as butyllithium, 

20 for about 1 0 to 1 20 minutes, followed by addition of a catalytic metal reagent such 
as zinc chloride and warming to room temperature to effect transmetalation. This 
is followed by addition of the aryl iodide ( e.g. . 1-iodo-4-(2-chloroethyl)benzene) or 
bromide and a transition metal, such as palladium in the form of 
tetrakistriphenylphosphine palladium, followed by heating to a temperature of about 

25 30°C to about 100°C, typically to about the reflux temperature of the solvent, for 
about 1 to 24 hours. 

The conversion of the compound of formula IV to the desired compound of 
formula I is accomplished by first removing the pyrrolyl protecting group using, 
typically, hydroxylamine or hydroxylamine hydrochloride in a polar, protic solvent 

30 such as an alcohol, at a temperature of from about room temperature to about 
150°C, generally at about the reflux temperature of the solvent, for about 1 to 72 
hours. This is followed by addition of the appropriate NR'R 2 group by displacement 
of the chloro group with an amine of the formula HNR 1 R 2 using a polar, aprotic or a 
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polar, protic solvent such as an alcohol, dimethylformamide (DMF), 
methylisobutylketone or N-methylpyrrolidone (NMP), optionally in the presence of a 
catalyst such as sodium iodide, at a temperature of from about room temperature to 
about 200°C, typically at about the reflux temperature of the solvent, or at about 
5 140°C in the cases of dimethylformamide and N-methylpyrrolidone, for about 100 
hours, generally from about 1 2 to 24 hours. 

Referring to Scheme 2, compound VI is prepared by reacting V with p- 
formylbenzeneboronic acid in a solvent consisting of an alcohol, preferably ethanol, 
optionally mixed with water of a halogenated hydrocarbon, at a temperature from 

10 25°C to 150°C, for a time from 1 to 24 hours, using a palladium-based catalyst, 
either palladitim-zero or palladium-two oxidation state, typically with phosphine 
ligands, preferably tetrakis-triphenylphosphine palladium. Compound VII is prepared 
by reacting VI with tosylmethylisocyanide in the presence of potassium t-butoxide 
and ethanol, in an ethereal solvent such as 1 ,2-dimethoxyethane, at a temperature 

1 5 from -100°C to 100°C, for a time from 1 to 24 hours. Compound VIII is prepared 
from VII by basic hydrolysis of the nitrile using an alkali metal hydroxide in an 
aqueous alcohol-based solvent, such as aqueous ethanol, at a temperature from 
25 °C to 1 25 °C, for a time from 30 minutes to 48 hours. Compound IX is prepared 
from VIII by dehydrative coupling with ammonia, a primary amine, or a secondary 

20 amine effected by a dehydrating agent such as a carbodiimide, for example, N-ethyl- 
N-(dimethylaminopropyl)-carbodiimide, in a solvent from a halogenated hydrocarbon 
or N,N-dialkylamide, such as dimethylformamide, at a temperature from 0°C to 
100°C, for a time from 1 to 48 hours. Compound X is prepared from IX by 
deblocking using hydroxylamine hydrochloride in an aqueous or alcoholic solvent, 

25 preferably aqueous ethanol, at a temperature from 25°C to 100°C, for a time from 
1 to 48 hours, and may include deblocking a protecting group such a the t- 
butoxycarbonyl group, by reaction with trifluoroacetic acid, or a related 
polyhalogenated acetic acid, or a gaseous hydrogen halide, such as HCI, in a 
halogenated hydrocarbon, ethereal solvent or ethyl acetate, at a temperature from - 

30 70°C to 100°C, for a time from 10 minutes to 24 hours. The final compound in 
* Scheme 2, I, is prepared by reduction of X with borane, a trialkyl borane, alane, or 
lithium aluminum hydride in an ethereal solvent, such as ethyl ether or 
tetrahydrofuran, at a temperature from -100°C to 100°C, for a time from 30 
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minutes to 24 hours, and optionally using cesium fluoride and an alkali metal or 
alkaline earth carbonate in an aqueous alcoholic solvent, at a temperature from 25°C 
to 125°C for a time from 1 to 72 hours. 

Referring to Scheme 3, compound XI is prepared by dehydrative coupling of 
5 N-phenethylpiperazine with 4-bromophenylacetic acid using a carbodiimide-based 
dehydrating reagent, such as N-ethyl # N-(dimethylaminopropyl)-carbodiimide, in a 
solvent such as a halogenated hydrocarbon or dialkylamide-based solvent, such as 
dimethylformamide, at a temperature from 0°C to 100°C in a time from 1 to 48 
hours. Compound XI was converted to compound XII by reduction with borane, a 

10 trialkyl borane, alane, or lithium aluminum hydride in an ethereal solvent, such as 
ethyl ether or tetrahydrofuran, at a temperature from -100°C to 100°C, for a time 
from 30 minutes to 24 hours, and optionally using cesium fluoride and an alkali metal 
or alkaline earth carbonate in an aqueous alcoholic solvent, at a temperature from 
25 °C to 125°C for a time from 1 to 72 hours. Compound XII is then converted to 

1 5 the organolithium derivative in the presence of an organolithium reagent, such as 
butyl lithium, and added to 4-methyl-2-(2,5-dimethylpyrrolyI)-pyridine in an ethereal 
solvent, such as ethyl ether, at a temperature from -70°C to 70°C in a time from 30 
minutes to 24 hours. The final compound in Scheme 3, compound I, is prepared by 
deblocking using hydroxylamine hydrochloride in an aqueous or alcoholic solvent, 

20 preferably aqueous ethanol, at a temperature from 25°C to 100°C, for a time from 
1 to 48 hours. 

Referring to Scheme 4, compound XIV is prepared by dehydrative coupling 
of dibenzylamine with 4-bromophenylacetic acid effected by a dehydrating agent 
such as a carbodiimide, for example, N-ethyl-N-(dimethylaminopropyl)-carbodiimide, 

25 in a solvent from a halogenated hydrocarbon or N,N-dialkylamide, such as 
dimethylformamide, at a temperature from 0°C to 100°C, for a time from 1 to 48 
hours. Compound XIV is converted to compound XV by reduction with borane, a 
trialkyl borane, alane, or lithium aluminum hydride in an ethereal solvent, such as 
ethyl ether or tetrahydrofuran, at a temperature from -100°C to 100°C, for a time 

30 from 30 minutes to 24 hours, and optionally using cesium fluoride and an alkafi metal 
or alkaline earth carbonate in an aqueous alcoholic solvent, at a temperature from 
25 °C to 125°C for a time from 1 to 72 hours. Compound XV is then converted to 
the organolithium derivative in the presence of an organolithium reagent, such as 
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butyl lithium, and added to 2-(2,5-dimethylpyrrolyl)-pyridine in an ethereal solvent, 
such as ethyl ether, at a temperature from -70°C to 70°C in a time from 30 minutes 
to 24 hours to provide compound XVI. Compound XVII is then prepared from 
compound XVI by hydrogenolysis with hydrogen or ammonium formate in the 
5 presence of a noble metal catalyst, such as palladium, in an ethereal, halogenated 
hydrocarbon, alcoholic, or aqueous alcoholic solvent, at a temperature from 0°C to 
100°C for a time from 30 minutes to 24 hours. Compound XVIII is then prepared 
from compound XVII by reductive amination with an aldehyde or ketone in the 
presence of a borohydride-based reagent such as sodium cyanoborohydride or 

10 sodium triacetoxyborohydride, in an ethereal, halogenated hydrocarbon, alcoholic, 
or aqueous-alcoholic solvent, at a temperature from 0°C to 100°C for a time from 
1 to 72 hours. Conversion of compound XVIII to I by deblocking is carried out by 
using hydroxylamine hydrochloride in an aqueous or alcoholic solvent, preferably 
aqueous ethanol, at a temperature from 25°C to 100°C, for a time from 1 to 48 

1 5 hours. 

Referring to Scheme 5, compound XIX is prepared by reaction of the known 
(EP 470794 A1, see Chem . Abs ., 116:193935) 2-bromo-5-methylanisole with an 
alkyl lithium, typically butyl lithium, in an ethereal or hydrocarbon solvent, at a 
temperature from -100°C to 0°C for 1 minute to 24 h, followed by addition of an 

20 alkyl or aryl borate ester, typically triethyl borate, at a temperature from -100°C to 
0°C, and stirred while the temperature was adjusted to 0°C to the reflux 
temperature of the solvent, typically 65 °C, for 1 to 48 hours. Compound XIX is 
converted to XX by reaction with 6-bromo-2-{2,5-dimethylpyrrolyl)pyridine and an 
alkali carbonate in a solvent consisting of an alcohol, preferably ethanol, optionally 

25 mixed with water of a halogenated hydrocarbon, at a temperature from 25 °C to 
150°C, for a time from 1 to 24 hours, using a palladium-based catalyst, either 
palladium-zero or palladium-two oxidation state, typically with phosphine ligands, 
preferably tetrakis-triphenylphosphine palladium. Compound XXI was prepared from 
XX by first deblocking using hydroxylamine hydrochloride in an aqueous or alcoholic 

30 solvent, preferably aqueous ethanol, at a temperature from 25°C to 100°C, for a 
- time from 1 t0 48 hours, followed by reaction with N-carbethoxyphthalimide in a 
hydrocarbon solvent at a temperature from room temperature to the reflux 
temperature of the solvent or 180°C, typically 110°C, for a time from 1 to 48 
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hours. Conversion of compound XXI to XXII was carried out by reaction with N- 
bromo succinimide in a chlorinated hydrocarbon solvent, typically carbon 
tetrachloride, with a catalytic amount of a radical initiator such as 
azobisisobutyronitrile, at a temperature from room temperature to 100°C for a time 
5 from 10 minutes to 24 hours. Compound XXII was then converted to XXIII by 
reaction with an amine, such as phenethylamine, in a hydrocarbon, halogenated 
hydrocarbon, ethereal, or polar aprotic solvent, such as acetonitrile, with an alkali 
carbonate base, at a temperature from room temperature to 100°C for a time from 
10 minutes to 48 hours. Compound XXIII was then converted to the final product 
,10 in Scheme 5, I, by deblocking using hydrazine in an alcoholic, aqueous, or ethereal 
solvent, at a temperature from room temperature to 1 50°C for a time from 1 to 72 
hours. 

The preparation of other compounds of the formula I not specifically described 
in the foregoing experimental section can be accomplished using combinations of the 

1 5 reactions described above that will be apparent to those skilled in the art. 

In each of the reactions discussed or illustrated above, pressure is not critical 
unless otherwise indicated. Pressures from about 0.5 atmospheres to about 5 
atmospheres are generally acceptable, and ambient pressure, Lfi., about 1 
atmosphere, is preferred as a matter of convenience. 

20 The compounds of formulae I ("the active compounds of this invention") 

which are basic in nature are capable of forming a wide variety of different salts with 
various inorganic and organic acids. Although such salts must be pharmaceutical^ 
acceptable for administration to animals, it is often desirable in practice to initially 
isolate a compound of the formula I from the reaction mixture as a pharmaceutical^ 

25 unacceptable salt and then simply convert the latter back to the free base compound 
by treatment with an alkaline reagent and subsequently convert the latter free base 
to a pharmaceutical^ acceptable acid addition salt. The acid addition salts of the 
active base compounds of this invention are readily prepared by treating the base 
compound with a substantially equivalent amount of the chosen mineral or organic 

30 acid in an aqueous solvent medium or in a suitable organic solvent, such as methanol 
* or ethanol. Upon careful evaporation of the solvent, the desired solid salt is readily 
obtained. 
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The active compounds of this invention and their pharmaceutical^ acceptable 
salts are useful as NOS inhibitors Le., they possess the ability to inhibit the NOS 
enzyme in mammals, and therefore they are able to function as therapeutic agents 
in the treatment of the aforementioned disorders and diseases in an afflicted 
5 mammal. 

The active compounds of this invention and their pharmaceutical^ acceptable 
salts can be administered via either the oral, parenteral or topical routes. In general, 
these compounds are most desirably administered in dosages ranging from about 
0.01 to about 250 mg per day, in single or divided doses ( i.e. . from 1 to 4 doses per 

10 day), although variations will necessarily occur depending upon the species, weight 
and condition of the subject being treated and the particular route of administration 
chosen. However, a dosage level that is in the range of about 0.07 mg to about 21 
mg per kg of body weight per day is most desirably employed. Variations may 
nevertheless occur depending upon the species of animal being treated and its 

1 5 individual response to said medicament, as well as on the type of pharmaceutical 
formulation chosen and the time period and interval at which such administration is 
carried out. In some instances, dosage levels below the lower limit of the aforesaid 
range may be more than adequate, while in other cases still larger doses may be 
employed without causing any harmful side effect, provided that such larger doses 

20 are first divided into several small doses for administration throughout the day. 

The active compounds of the invention may be administered alone or in 
combination with pharmaceutical^ acceptable carriers or diluents by either of the 
three routes previously indicated, and such administration may be carried out in 
single or multiple doses. More particularly, the novel therapeutic agents of this 

25 invention can be administered in a wide variety of different dosage forms, Lfii* they 
may be combined with various pharmaceutical^ acceptable inert carriers in the form 
of tablets, capsules, lozenges, troches, hard candies, powders, sprays, creams, 
salves, suppositories, jellies, gels, pastes, lotions, ointments, aqueous suspensions, 
injectable solutions, elixirs, syrups, and the like. Such carriers include solid diluents 

30 or fillers, sterile aqueous media and various non-toxic organic solvents, etc. 
* Moreover, oral pharmaceutical compositions can be suitably sweetened and/or 
flavored. In general, the therapeutically-effective compounds of this invention are 



WO 97/36871 



PCT7IB97/00132 



-25- 

present in such dosage forms at concentration levels ranging from about 5.0% to 
about 70% by weight. 

For oral administration, tablets containing various excipients such as 
microcrystalline cellulose, sodium citrate, calcium carbonate, dicalcium phosphate 
5 and glycine may be employed along with various disintegrants such as starch (and 
preferably corn, potato or tapioca starch), alginic acid and certain complex silicates, 
together with granulation binders like polyvinylpyrrolidone, sucrose, gelatin and 
acacia. Additionally, lubricating agents such as magnesium stearate, sodium lauryl 
sulfate and talc are often very useful for tabletting purposes. Solid compositions of 
0 a similar type may also be employed as fillers in gelatin capsules; preferred materials 
in this connection also include lactose or milk sugar as well as high molecular weight 
polyethylene glycols. When aqueous suspensions and/or elixirs are desired for oral 
administration, the active ingredient may be combined with various sweetening or 
flavoring agents, coloring matter or dyes, and, if so desired, emulsifying and/or 
5 suspending agents as well, together with such diluents as water, ethanol, propylene 
glycol, glycerin and various like combinations thereof. 

For parenteral administration, solutions of an active compound of the present 
invention in either sesame or peanut oil or in aqueous propylene glycol may be 
employed. The aqueous solutions should be suitably buffered (preferably pH greater 
than 8) if necessary and the liquid diluent first rendered isotonic. These aqueous 
solutions are suitable for intravenous injection purposes. The oily solutions are 
suitable for intraarticular, intramuscular and subcutaneous injection purposes. The 
preparation of all these solutions under sterile conditions is readily accomplished by 
standard pharmaceutical techniques well known to those skilled in the art. 

Additionally, it is also possible to administer the active compounds of the 
present invention topically when treating inflammatory conditions of the skin and this 
may be done by way of creams, jellies, gels, pastes, patches, ointments and the like, 
in accordance with standard pharmaceutical practice. 

The ability of compounds of the formulae I to inhibit NOS may be determined 
using procedures described in the literature. The ability of compounds of the 
formulae I to inhibit endothelial NOS may be determined by using the procedures 
described by Schmidt el al in Proc. Natl. Acad. Sci. U.S.A. . ££, pp . 365-369 ( 1 99 1 } 
and by Pollock £l a!„ in Proc. Natl. Acad. Sni. U.S.A. . ££, pp . 1 0480-1 0484 (1991). 
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The ability of compounds of the formulae I to inhibit inducible NOS may be 
determined using the procedures described by Schmidt §X ak, in Proc. Natl. Acad. 
ScL U.S. Aw 88 pp. 365-369 (1991) and by Garvey fila]. in J. Biol. Chem. . 269, pp. 
26669-26676 (1994). The ability of the compounds of the formula I to inhibit 
5 neuronal NOS may be determined using the procedure described by Bredt and Synder 
in Proc. Natl. Acad. Sci. U.S.A. . 87, 682-685 (1990). 

Of 1 00 compounds of the formula I that were tested, all exhibited an IC 50 < 
10 //M for inhibition of either inducible or neuronal NOS. 

The present invention is illustrated by the following examples. !t will be 
1 0 understood, however, that the invention is not limited to the specific details of these 
examples. Melting points are uncorrected. Proton nuclear magnetic resonance 
spectra ('H NMR> and C n nuclear magnetic resonance spectra were measured for 
solutions in deuterochloroform (CDCI 3 ) or in CD 3 OD or CD 3 SOCD 3 and peak positions 
are expressed in parts per million (ppm) downfield from tetramethylsilane (TMS). The 
15 peak shapes are denoted as follows: s, singlet; d, doublet; t, triplet; q, quartet, m, 
multiples b, broad. 
5 EXAMPLE 1 

6-{4-r2-(4-Phenethvi-piperazin-1-vl)-ethvl1-phenvl}-pv ridin-2-vlamine 
A. 2-Amino-6-bromopyridine 

In a 300 mL bomb were placed 40 g(1 68 mmol) 2,6-dibromopyridine and 1 25 
mL 30% aqueous ammonium hydroxide, and the bomb sealed and heated at 1 70°C, 
10 400 psi, for 3 hours. After cooling, the contents were extracted into ethyl acetate, 
washed with brine and dried over sodium sulfate. Then the solvent was evaporated. 
The residue was chromatographed on silica gel using 2% methanol in methylene 
chloride as eluant to afford 19.5 g(67%) or a light yellow solid. 



To a 1 L round-bottomed flask equipped with Dean-Stark trap, condenser, and 
nitrogen inlet were added 21.3 g(123 mmol) 2-amino-6-bromopyridine, 400 mL 
* toluene, 1 4. 1 g(1 23 mmol) acetonylacetone, and 20 drops acetic acid. The reaction 
20 was refluxed 5 days (tic in 1/1 rethyl acetate/hexane, R ( = 0.8 (product), 0.5 (starting 
material)), cooled, poured into ethyl acetate, washed with saturated aqueous sodium 



15 



'H-NMR (CDCI 3 ,d): 106.8, 116.8, 139.9, 158.8. 
MS (%): 173/175 (parent, B 79 /Br 81 , 100/98). 
B. 2-Bromo-6-(2,5-dimethylpvrrol-1-vl)pvridine 
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bicarbonate solution and brine, dried over sodium sulfate, and evaporated. The 
residue was chromatographed on silica gel using 5% methanol in methylene chloride 
to afford 14.4 g(47%) of the product as a low-melting yellow solid. 

'H-NMR <CDCI 3 , 6): 2.16 <s, 6H), 5.89 (s, 2H), 7.17 (d, J-7, 1H), 7.47 (d, 
5 J = 7, 1H), 7.67 (t, J = 8. 1H). 

13 C-NMR (CDCI 3 , 6): 13.3, 107.6, 120.3, 126.4, 128.7, 139.8, 140.6, 

151.9. 

MS (%): 251/253 (parent, Br 78 Br 8 \ 100/98). 
C. 2-(4-lodoohenvl)ethanoh 
10 To a 500 mL 3-neck round-bottomed flask equipped with dropping funnel and 

nitrogen inlet were added 20.5 g (1 50 mmol) 2-(4- aminophenyDethanol and 1 00 mL 
hot water to give a solution A solution of 3.5 mL concentrated sulfuric acid in 10 
mL water was added dropwise, and the solution cooled to 4°C. A solution of 13.5 
mL concentrated sulfuric acid in 50 mL water was added dropwise while maintaining 
1 5 the temperature between 0°C and 5°C, then a solution of 1 3 g (1 88 mmol) sodium 
nitrite in 50 mL water was added dropwise at the same temperature. After stirring 
30 min at 0-5 °C, a solution of 85 g (512 mmol) potassium iodide in 100 mL water 
was added dropwise, and the reaction was allowed to warm to room temperature 
and stirred for 2 hour. The reaction was then heated to 60 °C for 30 min, cooled to 
20 room temperature, and extracted into ethyl acetate (2 X 250 mL). The ethyl acetate 
layer was washed with aqueous sodium thiosulfate solution and brine, dried over 
sodium sulfate, and evaporated. The residue was chromatographed on silica gel using 
20% and 50% ethyl acetate in hexane as eluant to afford 30.7 g (82.5%) of the 
product as a light yellow solid. 
25 'H-NMR (CDCI, 6): 2.74 (m, 2H), 3.79 (m. 2H), 6.93 (m, 2H), 7.57 (m, 2H>. 

13 C-NMR (CDCI 3 , 6): 38.6, 63.3, 91.7, 131.1, 137.6, 138.3. 
MS(%): 247 (parent, 23). 
D. 2-(4-lodophenvl)ethvlchloride 

To a 500 mL round-bottomed flask equipped with dropping funnel, condenser 
30 and N 2 inlet were added 307 g (124 mmol) 2-(4-iodophenyl)ethanol, 200 mL 
" chloroform, and 10.0 mL (124 mmol) pyridine. A solution of 13.5 mL (186 mmol) 
thionyl chloride in 50 mL chloroform was added dropwise over 1 5 min, and the 
reaction then heated at reflux for 2 hr. The reaction was cooled, the solvent 
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evaporated, and the residue taken up in ethyl acetate, washed with 1 N hydrochloric 
acid, water, saturated aqueous sodium bicarbonate solution and brine, dried, and 
evaporated. The resulting oil was chromatographed on silica gel using 20% ethyl 
acetate in hexane as eluant to afford 32.6 g (99%) of the product as an oil. 
5 'H-NMR (CDCI 3 , 6): 3.00 (t, J = 7, 2H>, 3.68 (t, J = 7, 2H), 6.99 (m, 2H), 763 

(m, 2H). 

,3 C-NMR (CDCI 3 , 6): 38.6, 44.6, 92.3, 128.8, 130.9, 137.7. 

E. 2-(2.5-Dimethvlpvrrol-1-vn-6*(4-(2-chloroethvl)Dhenvl)-Dvridine 

To a 1 L 3-neck round-bottomed flask equipped with addition funnel and 

10 nitrogen inlet were added 10.0 g (40 mmol) 2-bromo-6-(2,5-dimethylpyrrol-1- 
yDpyridine and 200 mL dry tetrahydrofuran. The solution was cooled at -78 °C, and 
a 1 .6 M solution of butyl lithium in hexane (25 mL, 40 mmol) was added dropwise 
over 10 min. The reaction was stirred at -78°C for 20 min, then a 1.0 M solution 
of zinc chloride in ether (100 mL, 100 mmol) was added dropwise over 40 min 

1 5 keeping the temperature at -70 °C. The reaction was then allowed to warm to room 
temperature, and 11.0 g (40 mmol) 2-(4-iodophenyl)ethylchloride was added, 
followed by 200 mg tetrakistriphenylphosphine palladium. The reaction was refluxed 
for 3 hours, cooled, and filtered through Celite. The filtrate was evaporated, and the 
residue taken up in ethyl acetate, washed with brine, dried over sodium sulfate, and 

20 evaporated. The residue was filtered through silica gel with methylene chloride, 
concentrated, and chromatographed on silica gel using 1 % ethyl acetate in hexane 
as eluant to afford 7.3 g (59%) of the product as an oil. 

'H-NMR (CDCI3, 6): 2.19 (s, 6H), 3.10 (t, J = 7, 2H), 3.73 (t, J-7, 2H), 5.91 
(s, 2H), 7.12 (d, J = 7, 1H), 7.32 (d, J = 8, 2H), 7.72 (m, 1H), 7.82 (m, 1H), 8.01 

25 (m, 2H). 

13 C-NMR (CDC! 3 , 6): 13.5, 28.9,44.7, 106.9, 118.1, 119.8, 127.1, 128.7, 
129.3, 137.1, 138.6, 139/.4, 151.7, 156.6. 
MS (%): 311 (parent* 1, 100). 

F. 6-(4-(2-chloroethvnohenvn-Dvridin-2-vlamin e hydrochloride 

30 To a 500 mL round-bottomed flask equipped with condenser and nitrogen 

' inlet were added 9.0 g (29.0 mmol) 2-(2,5-dimethylpyrrol-1-yl)-6-(4-(2- 
chloroethyDphenyD-pyridine, 250 mL ethanol, 50 mL water, and 10.1 g (145 mmol) 
hydroxylamine hydrochloride. The reaction was refluxed for 36 hours, cooled, and 
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the solvent was evaporated. The residue was taken up in ethyl acetate, washed 
with saturated aqueous sodium bicarbonate solution and brine, dried over sodium 
sulfate, and evaporated. The residue was chromatographed on silica gel using 2% 
methanol in methylene chloride as eluant to afford 7.8 g (88%) of the product as a 
5 light brown solid. 

'H-NMR <CDCI 3 , 6): 2.97 (broad s, 2H, NH 2 ), 3.05 (t, J = 7, 2H), 3.68 (t, 
J = 7, 2H), 6.85 (m, 1 H), 6.88 (m, 1 H), 7.33 (m, 2H), 7.68 (6, J = 7, 1 H), 7.78 (m, 
2H). 

MS (%): 232 (parent, 60), 183 (100). 
10 G. 6-{4-r2-(4-P henethvl-Dioera2in-1>vl)-ethvl1-phenvl)-Dvridin-2-vlamine 

To a 50 mL round-bottomed flask equipped with condenser and N 2 inlet were 
added 20 mg (0.65 mmol) 6-(4-(2-chloroethyl)phenyl)-pyridin-2-ylamine 
hydrochloride, 125 mg{0.98 mmol) diisopropylethylamine, 208 mg (1.9 mmol) 
sodium carbonate, and 5 mL dry dimethylformamide. The reaction was heated at 
1 5 reflux for 1 8 hours, cooled, and poured into water, then extracted into ethyl acetate. 
The organic layer was extracted into 1 N hydrochloric acid, after which the aqueous 
layer washed with fresh ethyl acetate, basified with 1 N aqueous sodium hydroxide 
solution, and then extracted into ethyl acetate. The organic layer was washed with 
brine, dried over sodium sulfate, and evaporated. The residue was chromatographed 
20 on silica gel using 2% and 5% methanol in methylene chloride as eluant to afford 71 
mg (28%) of the product as a tan solid mp 1 1 1-1 13°C. 

'H-NMR (CDCI 3 , 6): 2.64 (m, 6H), 2.84 (m, 2H), 4.52 (broad s, 2H), 6.41 (d, 
J =8, 1H), 7.04 (d, J = 7, 1H), 7.1-7.3 (m, 7H), 7.45 (t, J = 8, 1H), 7.84 <m, 2H). 
13 C-NMR (CDCI3, 6): 33.3, 33.6, 53.2, 60.3, 60.5, 106.9, 110.7, 126.1, 
25 126.8, 128.4, 128.7, 128.9, 137.6, 138.3, 140.3, 140.9, 156.1, 158.2. 
MS (%): 387 (parent-!- 1, 100). 

Anal. Calc'd for C 25 H 30 N 4 *1/2H 2 O: C 75.91, H 7.90, N 14.16. Found: C 
76.00, H 8.01, N 14.17. 
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example ? 

6-((2-(6-(t-b utQxvearbonvlamino)-3-azabicvclor3.1.0lhex-3-vnethvnnhenvl>- 
nvririin-2-vlamine: 

The title compound was prepared using the procedure described in Example 
5 1G using 6-(t-butoxycarbonylamino)-3-aza-bicyclo(3.1 .Olhexane, in 48% yield as a 
brown oil. 

'H-NMR (CDCI,, 6): 1 .43 <s, 9H), 1 .50 (m, 1 H), 1 .70 <m, 1 H), 2.40 (m. 1 H), 
2.64 (m, 1H), 2.75 (m, 1H), 3.15 (m. 1H),4.46 (m, 1H), 6.42 <d, J = 8, 1H), 7.05 
(d, J = 7, 1H), 7.22 (m, 2H), 7.47 (t, J = 8, 1H), 7.81 (d, J = 8. 1H). 
10 ,3 C-NMR (CDCI 3 . 6): 28.4, 31.4, 35.2, 36.4, 54.5, 56.9, 79.4, 106.8, 

110.75, 126.7, 128.8, 137.4, 138.3, 141.1, 156.1, 158.2, 162.5. 

MS (%): 395 (parent, 100). 

3-{2-f4-(6-Amino-Dvridin -2-vn-phenvll-Rthvl\-3-aza-bicvclof3.1.0lhex-6- 
vlamine: 

15 To a 25 mL round-bottomed flask equipped with nitrogen inlet were added 

1 35 mg (0.342 mmol) 6-((2-(6-(t-butoxycarbonylamino)-3-azabicyclol3. 1 .0]hex-3- 
yl)ethyl)phenyl)-pyridin-2-ylamine, 1 0mL methylene chloride, and 3 mLtrifluoroacetic 
acid. After stirring 30 min at room temperature, the reaction was evaporated and the 
residue triturated with tetrahydrofuran and ethyl ether to afford 195 mg (76%) of a 

20 yellowish solid, mp 187-190°C. 

'H-NMR (CDCI 3 , 6): 2.33 (m, 2H), 2.95 (m, 1H), 3.10 (m, 3H), 3.47 <m, 2H), 
3.6-4.0 <m. 2H), 6.95 (d, J = 8, 1 H), 7.1 3 (d, J = 7. 1 H), 7.49 (m, 2H), 7.76 <m, 2H), 
7.94 (t, J = 7, 1H). 

13 C-NMR (free base in CDCI 3 . 6): 25.8, 32.7, 35.2, 55.0, 57.3. 106.8, 1 10.8, 
25 126.7, 128.9, 137.5, 138.3, 141.0, 156.1, 158.2. 
MS (%): 295 (parent+1, 100). 

Anal. Calc'd for C,eH 22 N 4 »3(CjHF 3 0 2 ): C 45.29, H 3.96, N 8.80. Found: C 
45.30, H 3.93, N 8.80. 

EXAMPLE 3 

30 1-(4-{2-f4-(6-Amino-Dvridin-2-vn-n henvn-ethvn-piperazin-1-vl)-2-phenvl- 
' ethanone 

A. 6-((2-(4-(t-butoxvcarbonvnDiDerazin-1-vl)e thvhphenvh-ovridin-2-vlamine 
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The title compound was prepared using the procedure described in Example 1 G using 
t-butoxycarbonylpiperazine in 57.5% yield with methylisobutylketone as solvent at 
reflux for 5 days as a light brown solid. 

'H-NMR (CDCI 3 , 6): 1.45 (s, 9H), 2.46 (m, 4H), 2.61 (m, 2H), 2.84 (m. 2H), 
5 3.45 (m, 4H) 4.48 (broad, s, 2H), 6.42 (d, J = 8, 1H), 7.05 (d. J = 7, 1H), 7.25 <m, 
2H), 7.47 (t, J = 8, 1H), 7.84 (m, 2H). 

13 C-NMR (CDCI 3 , 4): 28.4, 33.3, 53.0, 60.3, 106.9, 110.7, 126.8, 128.9. 
137.7, 138.3, 140.7, 154.8, 156.0, 158.2. 

MS {%): 383 (parent + 1, 14), 283 (70), 197 (72), 143 (70), 99 (100). 
10 B. 6-((2(Piperazin-1-vnethvl)Dhflnv»-Dv ridin-2-vlaminp: The title compound 

was prepared using the procedure described in Example 2B in 94% yield as a light 
brown solid. 

'H-NMR (CDCI3, 6): 1.69 (s, 1H), 2.49 (broad s. 4H), 2.58 (m. 2H), 2.85 (m, 
2H), 2.91 (m, 4H), 4.49 (broad s, 2H), 6.41 (d, J - 8, 1 H). 7.04 (d, J = 7, 1 H), 7.26 
15 (m, 2H), 7.46 (t. J = 8, 1H), 7.84 (m, 2H). 

,3 C-NMR (CDCI3, 6): 33.1, 46.1, 54.5. 61.0, 106.8, 110.7. 126.8, 128.9. 
137.6. 138.3, 140.9, 156.1. 158.2. 

MS (%): 283 (parent, 100). 

C. 1-(4-f2-f4-(6-Amino-Dvridin-2-vn-phenvll-eth va-DiDarazin-1-v»-2-Dhenvl- 
20 ethanone 

To a 50 mL round-bottomed flask equipped with nitrogen inlet were added 
150 mg (0.53 mmol) 6-((2-(piperazin-1-yl)ethyl)phenyl)-pyridin-2-ylamine, 15 mL 
methylene chloride. 0.070 mL (0.53 mmol) triethylamine, and 0.070 mL (0.53 mmol) 
phenylacetyl chloride. The reaction was stirred 1 hour at room temperature. The 
25 residue was chromatographed on silica gel using 2.5% methanol in methylene 
chloride to afford 126 mg (59%) of the product as a tan solid, mp 1 35-137°C. 

1 H-NMR CDCI,. 6): 2.31 (m, 2H), 2.48 (m, 2H), 2.60 (m, 2H), 2.79 (m. 2H). 
3.45 (m, 2H), 3.67 (m, 2H), 3.73) s, 2H), 4.53 (broad s, 2H), 6.42 (d, J-8. 1H) 7.03 
(d, J = 7, 1H), 7.2-7.4 (m, 7H), 7.47 (t, J =8. 1H), 7.82 (m, 2H). 
30 ,3 C-NMR (CDCI3. 6): 33. 1 . 41 .0, 41 .7, 46.0, 52.6. 53.0, 59.9, 1 07.0, 1 1 0.7. 

"126.8, 126.9, 128.6, 128.7, 128.9, 135.1. 137.6, 138.4, 140.5, 155.9. 158.2, 
169.4. 

MS (%): 401 (parent+1, 100). 
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Anal. Calc'd for C 28 H 2e N 4 0»1/4H 2 0: C 74.14, H 7.04, N 13.83. Fund: C 
74.48, H 7.05, N 13.86. 

EXAMPLE 4 

4-{2-f4-(6-Amino-Dvridin-2-vn-phe nvl1-ethvl\-Dioera2ine-1-carboxvlic acid 

5 phenvlamide 

To a 50 mL round-bottomed flask equipped with nitrogen inlet were added 
150 mg (0.53 mmol) 6-((2-(piperazin-1-yl)ethyl)phenyl)-pvridin-2-ylamine, 60 uL 
(0.53 mmol) phenylisocyanate, 10 mL 1 ,2-dichloroethane, 1 0 mL ethyl acetate, and 
64 mg {0.53 mmol) 4-dimethylaminopyridine. The reaction was stirred at room 
10 temperature for 14 hours, evaporated, and chromatographed on silica gel using 5% 
methanol in methylene chloride as eluant to afford 205 mg (96%) of the product as 
a foam, mp 60°C. 

'H-NMR (CDCI 3 , 6): 2.55 (m, 4H), 2.68 <m, 2H), 2.85 (m, 2H), 3.52 (m, 4H), 
4.49 (broad s, 2H), 6.39 <s, 1 H), 6.42 (d, J = 8, 1 H), 7.0-7.4 (m, 7H), 7.48 (t, J = 8, 
15 1H), 7.86 (m, 2H). 

13 C-NMR (CDCI3, 6): 33.3, 44.1,52.8, 60.1, 106.9, 110.8, 119.9, 123.1, 
126.9, 128.9, 137.7, 138.4, 139.0, 140.6, 155.0, 156.0, 158.2. 
MS (%): 402 (parent* 1, 100). 

Anal. Calc'd for C a4 H 27 N 6 0»1/2H 2 0: C 70.22, H 6.88, N 17.06. Found: C 
20 70.27, H 6.60, N 17.22. 

EXAMPLE 5 
1.(4-{2-f4-(6-Amino-Dvrid^ 
phenvU-ethanone 

To a 50 mL round-bottomed flask equipped with nitrogen inlet were added 
25 200 mg (0.71 mmol) 6-((2-(piperazin-1-yl)ethyl)phenyl)-pyridin-2-ylamine, 10 mL dry 
dimethyformamide, 109 mg (0.71 mmol) 4-fluorophenylacetic acid, 204 mg (1.1 
mmol) ethyl(3-dimethylaminopropyl)carbodiimide, and 0.36 mL (2.1 mmol) 
diisopropylethylamine. The reaction was stirred at room temperature for 18 hours, 
poured into water and extracted into ethyl acetate. The organic layer was extracted 
30 into 1 N hydrochloric acid, the aqueous layer washed with fresh ethyl acetate, and 
' the aqueous layer basified with 1 N aqueous sodium hydroxide solution and 
extracted into ethyl acetate. The organic layer was washed with brine, dried over 
sodium sulfate, and evaporated. The residue was chromatographed on silica gel 



WO 97/36871 



PCT/IB97/00132 



-33- 

using 3% methanol in methylene chloride to afford 100 mg (34%) of the product as 
a tan solid, mp 143-1 45 °C. 

'H-NMR (CDCI 3 . 6): 2.34 (m. 2H), 2.46 <m, 2H), 2.60 (m, 2H), 2.79 (m. 2H), 
3.45 <m, 2H>, 3.66 (m. 2H), 3.67 (s, 2H), 4.52 (broad s, 2H), 6.41 (d, J = 8, 1H), 
5 6.9-7.3 (m, 6H), 7.46 (t. J = 8, 1H). 7.82 <m, 2H). 

13 C-NMR (CDCI 3 . 6): 33.2, 39.9, 41 .8, 46.0. 52.7. 53. 1 , 59.9. 1 06.9. 1 1 0.7, 
115.4. 115.7, 126.8. 128.9, 130.2, 130.3. 130.7. 130.8, 137.7, 138.3, 140.5, 
155.9, 158.2. 160.1, 163.4, 169.2. 

MS (%): 419 (parent + 1. 100). 
10 Anal. Calc'd for CjgH^Ff^O: C 71.75, H 6.50, N 13.39. Found: C 71.46. H 

6.68, N 13.39. 

EXAMPLE € 

6-(4-f2-(3.4-Dihvdro-1H-isoouinolin-2-vM -ethvn-ohenvl>-pvndin-2-vlamine : 
Prepared as in Example 1, using 1 ,2,3,4-tetrahydroisoquinoline, in 51% yield, mp 
15 130-132°C. 

'H-NMR (CDCI3, 6): 2.8-3.0 (m, 8H), 3.76 (bs, 2H), 6.39 (d. J = 8. 1H), 7.0- 
7.3 (m, 7H), 7.46 (t. J=8, 1H), 7.87 (d. J = 8, 2H). 

,3 C-NMR (COCI3, 6): 29.0. 33.6, 50.9, 55.9, 60.0, 107.0. 110.7. 125.7, 
126.2. 126.7, 127.0. 128.7, 129.0, 134.2, 134.5, 137.7, 138.4, 140.9, 156.0, 
20 158.4. 

MS (%): 330 (parent + 1, 100). 

Anal. Calc'd. for C 22 H 2 ,N 3 : C 80.21, H 7.04, N 12.75. Found: C 80.05, H 
7.11, N 12.62. 

EXAMPLE 7 

25 (4-f2-f4-(6-Amino-Dvridin-2-vl)-n henvll-ethvn-Dioerazin-1-vn.fijran-2-vl- 
rosthPhPne: Prepared as in Example 1 , using (2-furoyl)piperazine, in 51 % yield, mp 
152-154°C. 

'H-NMR (CDCI 3 , 6): 2.55 (m, 2H), 2.65 (m, 2H), 2.82 (m, 2H), 3.81 (bs, 2H), 
4.55 (bs. 2H), 6.44 (m, 2H). 6.96 (m. 1H), 7.02 (d, J = 8. 1H), 7.23 (m. 2H), 7.45 
30 (m, 2H). 7.83 (m, 2H). 

,3 C-NMR (CDCI3, 6): 33.2, 53.2 (broad). 60.0. 1 06.9, 1 1 0.6. 111.2,1 26.9, 
128.9, 137.7, 138.3, 140.6, 143.6, 148.0, 155.9. 158.3, 159.1. 

MS (%): 377 (parent + 1, 100). 
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Anal. Calc'd. for C 22 H 24 N 4 0 2 3/4H 2 0: C 67.76, H 6.59, N 14.37. Found: C 
67.65. H 6.25, N 14.44. 

EXAMPLE 8 

fi-{4-r2-(4-m-Tclvl-Dine ra?in-1-vl>-athvn-ohenvl>-ovridin-2-vlamine: Prepared 
5 as in Example 1, using (3-tolyDpiperazine, in 60% yield, mp 158-160°C. 

'H-NMR (CDCI 3 , 6): 2.32 (s, 3H), 2.69 (m, 4H). 2.89 (m. 2H), 3.23 (m, 4H), 
4.52 (bs, 2H), 6.43 (d, J = 8, 1H), 6.6-6.8 (m, 3H). 7.07 (d, J = 8, 1H), 7.16 (m, 
1H). 7.29 (m, 2H). 7.48 ft. J = 8, 1H), 7.86 (m, 2H). 

"C-NMR (CDCI 3 , 6): 21.8, 33.4, 49.2, 53.3, 60.3. 106.9, 110.7. 113.2, 
10 116.9, 120.6, 126.9, 128.9, 137.7, 138.3, 138.8. 140.8, 151.4, 156.0, 158.2. 
MS (%): 373 (parent + 1). 

Anal. Calc'd. for C 24 H 28 N 4 -1/4H 2 0: C 76.46, H 7.62, N 14.86. Found: C 
76.45. H 7.43. N 14.66. 

EXAMPLE 9 
15 6-<4-^-f4-(3-Trifluoromethvl-phenvl ^ 

Prepared as in Example 1, using (3-trifluoromethylphenyl)piperazine, in 62% yield, 
mp 189-191 °C. 

'H-NMR (CDCI 3 , 6): 2.68 <m, 4H), 2.88 (m, 2H), 3.26 (m, 4H). 4.51 (bs, 2H), 
6.43 (d. J = 8, 1H), 7.0-7.4 (m. 7H). 7.47 (t, J=8^ 1H), 7.86 (m, 2H). 
20 13 C-NMR (CDCI 3 , 6): 33.4, 48.7, 53.0, 60.2, 106.9, 110.7. 112.0, 112.1. 

115.7, 115.8, 118.6, 122.5, 126.2, 126.9. 128.9. 129.5. 131.2, 131.6. 137.7, 
138.3, 140.7, 151.4. 156.0, 158.2. 
MS (%): 427 (parent+1. 41). 

Anal. Calc'd. for C 24 H 25 F,N 4 : C 67.59, H 5.91. N 13.14. Found: C 67.30. 
25 H 5.95, N 13.28. 

EXAMPLE 10 

1-(4-{2-l4-(6-Amino- nvridin-2-vl)-phenvn-ethvl)-pioerazin-1-vl)-ethanone: 
Prepared as in Example 1, using N-acetylpiperazine, in 47% yield, mp 201-203°C. 
'H-NMR (CDCI3. 6): 2.08 (s, 3H), 2.49 (m, 4H), 2.62 (m. 2H). 2.82 (m, 2H). 
30 3.47 (m. 2H). 3.64 (m. 2H), 4.47 (bs, 2H), 6.43 (d. J = 8, 1H), 7.05 (d, J = 8, 1H), 
~ 7.1-7.2 (m, 2H). 7.47 (t, J = 8, 1H), 7.84 (m, 2H). 

13 C-NMR (CDCI,. 6): 21.3, 33.3. 41.4. 46.3. 52.7, 53.3. 60.1. 106.9. 
110.7. 126.9, 128.9. 137.7, 138.3, 140.6, 156.0, 158.2, 168.9. 
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MS (%): 325 {parent + 1, 100). 

Anal. Calc'd. for C, 9 H 24 N 4 0: C 70.34, H 7.46, N 17.27. Found: C 70.21, 
H 7.77, N 17.10. 

EXAMPLE 11 

5 1-(4-f2-f4-(6-Amino-Pvridin-2-vl)-phBnvl1-ethvl >-ninQra2in-l.vi)-2-methoyv 
3thanpne: Prepared as in Example 1 , using 4-(2-methoxyacetyl)piperazine, in 53% 
yield, mp 148-1 50°C. 

'H-NMR (CDCI,, 6): 2.49 (m, 4H), 2.61 <m, 2H), 2.83 (m, 2H), 3.40 (s, 3H), 
3.48 (m, 2H), 3.65 (m, 2H), 4.08 (s, 2H), 4.53 (bs, 2H), 6.41 (d, J = 8, 1H), 7.03 
10 (d. J = 7, 1H), 7.24 <m. 2H), 7.46 (t. J = 8, 1H), 7.83 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 33.2, 41 .8, 44.9, 52.8, 53.4. 59.0, 60.0, 71 .8, 106.9, 
110.7, 126.9, 128.9. 137.7, 138.3, 140.5, 155.9, 158.3. 167.4. 
MS (%): 355 (parent+1. 100). 

Anal. Calc'd. for C 20 H 2e N 4 0 2 : C 67.77, H 7.39, N 15.81. Found: C 67.80, 
15 H 7.66, N 15.79. 

EXAMPLE 12 

1-(4-{2-f4-(6-Amino-pvridin-2-vl)-phenvl1-ethvl>-ninf> ra Z in-1-vn-2. P henoxv- 
ethanone : Prepared as in Example 1 . using 4-(2-phenoxyacetyl)piperazine, in 57.5% 
yield, mp 127-130°C. 
20 'H-NMR (CDCI 3 , 6): 2.49 (m. 4H), 2.60 (m. 2H), 2.81 <m, 2H). 3.59 <m, 2H). 

3.65 (m. 2H), 4.51 (bs, 2H), 4.68 (s, 2H), 6.43 (d, J = 8. 1H). 6.8-7.0 (m, 3H), 7.05 
(d. J = 8, 1H), 7.2-7.4 <m, 4H), 7.47 <t. J = 8, 1H). 7.83 (m, 2H). 

,3 C-NMR {CDCI3. 6): 33.2, 42.1. 45.4, 52.7, 53.3, 60.0, 67.7, 106.9, 
110.7, 114.6, 121.7. 126.9, 128.9. 129.6, 137.7, 138.3. 140.5, 155.9, 157.8. 
25 158.2, 166.4. 

MS (%): 417 (parent+1, 100). 

Anal. Calc'd. for C 26 H 2e N 4 0 2 1/4H 2 0: C 71.32, H 6.82, N 13.31. Found: C 
71.55, H 6.93, N 13.25. 

EXAMPLE 13 

30 (4-(2-f4-(6-Amino-PVridin-2-vl)-DhBnvn.ethvll-ninRr a z in-1-vM.r Yr l TO f n TY |. 
" rnethanpne: Prepared as in Example 1 , using 4-(cyclopentanecarbonyl)piperazine, in 
53.5% yield, mp 185-187 C. 
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'H-NMR (CDCI3. 6): 1 .55 (m, 2H), 1 .74 (m, 2H). 1 .79 (m. 4H), 2.48 <m, 4H), 
2.63 (m. 2H>. 2.83 <m, 3H>, 3.53 (m, 2H>, 3.65 <m, 2H), 4.51 (bs. 2H>. 6.42 (d, 
J = 8. 1H), 7.03 (d, J = 7, 1H), 7.25 (m, 2H), 7.46 (t, J = 8, 1H), 7.83 (m, 2H). 

13 C-NMR (CDCI3, 6): 26.0, 30.1 , 33.3, 41 .0, 41 .8, 45.5, 52.9. 53.6. 60.1 , 
5 106.9, 110.7. 126.9. 128.9. 137.7. 138.3, 140.6, 156.0. 158.2, 174.5. 

MS (%): 379 (parent* 1. 100). 

Anal. Calc'd. for C 2 ,H 30 N 4 0 3/4H 2 0: C 70.47, H 8.10. N 14.29. Found: C 
70.40, H 7.91, N 14.02. 

EXAMPLE 14 

10 ^-{4-r2-t5-MBthvl-2.5-diaz a-hicvclof 2.2.1 1heDt-2-vl)-ethvn-t?henvl>-pvridin-2- 

vlamine : Prepared as in Example 1 , using 5-methyl-2,5-diazabicyclo[3.3.1 Iheptane, 
in 29% yield, mp 132°C (dec.) as the hydrochloride salt. 

FAB MS (%): 309 (parent, 4). 279 (7), 167 (18). 149 (100), 113 (19). 
Anal. Calc'd. for C, 9 H 24 N 4 3HCI: C 53.34, H 6.83, N 13.10. Found: C 
15 53.61. H 6.94, N 12.05. 

EXAMPLE 15 

^-<4-{2-f4-(4-Phanvl.thiazol-2-vl)-PiD ftrazin-1-vll-ethvl>-Dhenvl)-Pvridin-2- 
vlamine : Prepared as in Example 1 , using N-(4-phenyl-2-thiazolyl)piperazine, in 30% 
yield, mp 158-1 61 °C. 
20 'H-NMR (CDCI3, 6): 2.65 <m, 4H), 2.87 (m, 2H), 3.58 (m, 6H). 4.50 (bs, 2H). 

6.42 (d, J = 8. 1 H). 6.76 (s, 1 H). 7.04 (d, J = 7. 1H), 7.2-7.4 (m, 5H), 7.47 (d, J = 8. 
1H). 7.85 (m, 4H). 

"C-NMR (CDCI3, 6): 33.3, 48.4. 52.4. 60.2. 101.5, 107.0, 110.7, 126.1. 
126.9. 127.6. 128.5. 128.9. 129.3. 135.1. 137.6, 138.4, 140.6. 151.9. 155.9. 
25 158.2, 160.9. 171.0. 

MS (%): 442 (parent +1, 100). 

Anal. Calc'd. for C 2e H 27 N s S1/4H 2 0: C 70.02, H 6.21 , N 1 5.70. Found: C 
69.92, H 6.18, N 15.31. 

EXAMPLE 16 

30 9.f4-{2.r4-(B-AminQ-pvr i rfin-2-vM-nhenvM.ethvl)-DiDera2in-1-vl)-1-phenYl- 
" athanone : Prepared as in Example 1 , using N-(benzoylmethyl)piperazine, in 66% 
yield, mp 225°C (dec.) as the hydrochloride salt. 
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V 

'H-NMR (CDCI3, 6): 2.8-3.2 (m, 10H), 3.56 <m, 2H), 3.88 (s, 2H), 6.48 (m, 
1H). 6.99 (m, 1H), 7.2-7.6 <m, 6H), 7.82 (m. 2H), 7.93 <m. 2H). 

,3 C-NMR <CDCI 3 , <»: 31.6, 42.4, 51.7, 52.6, 54.1, 59.2, 63.6, 107.6, 

110.6. 127.1, 128.0, 128.7, 129.0, 129.6, 133.5, 135.7, 137.2, 138.9, 139.1, 
5 154.8, 158.1. 170.5. 

MS (%): 401 (parent + 1, 100). 

Anal. Calc'd. for C J6 Hj e N 4 0 3HCI 3H 2 0: C 53.24, H 6.61, N 9.93. Found: 
C 53.39, H 6.21, N 10.06. 

EXAMPLE 17 

10 6-(4-r2-(4-lsobutvl-oipera2in-1-vh-ethvH-Dhenvl\-Dvridin-2-vlamine: Prepared 

as in Example 1, using N-isobutylpiperazine, in 44.5% yield, mp 85-88°C. 

'H-NMR (CDCI3, 6): 0.88 (d, J = 7, 6H), 1.77 (m, 1H), 2.11 {d, J = 7, 2H), 
2.5-2.7 (m, 10H), 2.83 (m, 2H), 4.49 (bs, 2H), 6.40 (d, J =8, 1H>, 7.03 (d, J = 7.5, 
1H), 7.24 (m, 2H), 7.45 (t, J = 8, 1H), 7.82 (m, 2H). 

15 ,3 C-NMR (CDCI3, 6): 20.9, 25.3. 33.2, 53.0, 53.3. 60.2, 66.7, 106.9, 

110.7, 126.9. 128.9, 137.65. 138.4, 140.7, 156.0, 158.3. 
MS (%): 339 (parent+1 , 42). 

Anal. Calc'd. for C ai H 30 N 4 -1/2H 2 O: C 72.58, H 8.99, N 16.12. Found: C 
72.98, H 9.12, N 16.44. 
20 EXAMPLE 18 

6-f4-r2-(1.2.3.4-Tetrahvdro-naDhthalen-2-vlamino)-ethvll-ohenvl}-ovridin-2- 
vlamine : Prepared as in Example 1, using 2-aminotetralin, in 18% yield, mp 320- 
322 °C as the hydrochloride salt. 

'H-NMR (CD 3 0D, 6) hydrochloride salt: 1 .8-2.0 (m, 2H). 2.4-2.5 (m, 4H), 
25 2.9-3.0 (m. 2H), 3.1-3.2 <m, 3H), 6.99 (d, J = 8, 1H), 7.1-7.2 (m, 5H), 7.59 (m, 2H). 
7.83 (m, 2H). 7.9-8.0 <m, 1H). 

"C-NMR (CDCI3, 6): 15.5, 27.2, 28.4, 33.2. 56.2, 66.9. 112.0, 112.9, 
127.5, 127.9, 128.8, 129.8, 130.3, 131.2. 133.0. 136.0. 141.7, 145.9. 
MS (%): 344 (parent + 1, 100). 
30 Anal. Calc'd. for C 23 H 25 N 3 2HCI-1/2H,0: C 64.94, H 6.63, N 9.88. Found: 

* C 64.87. H 6.83. N 9.86. 
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EXAMPLE 19 

B-(Dibenzvlamino)ethvnDhanv»-nvridin-2-vlaminfl: Prepared as in Example 1 , 
using dibenzylamine, in 14% yield, mp 206-208 °C as the hydrochloride salt. 

'H-NMR (CD 3 OD, S) hydrochloride salt: 2.91 (t, J = 7, 2H). 3.80 (t, J = 7, 2H), 
5 4.24 <bs, 4H), 6.97 (d, J=8, 1H). 7.15 (d, J = 7, 1H), 7.4-7.5 (m, 12H), 7.74 (m, 
2H), 7.97 (dd. J = 7,8, 1H). 

,3 C-NMR (CDCI 3 , 6): 39.9, 52.1 , 63.6, 1 1 1 .8, 1 1 2.5, 1 28.2. 1 30.3. 1 30.7. 
130.9, 131.1, 131.3, 132.4. 144.8. 145.9, 148.5, 156.7. 

MS (%): 309 (4), 215 (25), 198 (100), 155 (22), 135 (13). 119 (47). 103 

10 (21). 

Anal. Calc'd. for C„Hj 7 N 3 3HCI: C 64.48, H 6.01 , N 8.36. Found: C 64.84, 
H 6.31, N 9.07. 

EXAMPLE 2Q 

6-f4-f2-(8-Aza-SDirof4.51dec-a-vl)- ethvn-phenvl>-Dvridin-2-vlamine: Prepared 
15 as in Example 1, using 8-Aza-spiro(4.5]decane, in 63% yield, mp 130-132°C. 

'H-NMR (CDCI 3 . 6): 1 .3-1 .7 (m, 1 2H), 2.47 (bs, 4H), 2.59 (m. 2H), 2.86 (m, 
2H), 4.49 (bs, 2H), 6.42 (d, J =8, 1H). 7.04 (d. J = 7.5. 1H), 7.2-7.3 (m. 2H), 7.46 
(t, J =8, 1H), 7.83 (m, 2H). 

,3 C-NMR (CDCI3. 6): 24.3, 33.5, 37.5, 38.0. 40.7. 51.5, 60.8, 106.8, 
20 110.7, 126.8. 128.9. 137.6, 138.3. 141.1, 156.1, 158.2. 
MS (%): 336 (parent +1, 79). 

Anal. Calc'd. for C 22 H 29 N 3 .1/4H 2 0: C 77.72. H 8.75. N 12.36. Found: C 
77.74, H 8.74, N 12.41. 

EXAMPLE 21 

25 6-{4-f2-(4-Dimethvlamino-niDeridi n-1-vl)-ethvll-Dhenvl)-Dvridin-2-vlamine : 
Prepared as in Example 1 . using 4-(N,N-dimethylamino)piperidine, in 60% yield, mp 
174-176°C. 

1 H-NMR (CDCI 3 , 6): 1 .5-1 .6 (m, 2H), 1 .8 (m, 2H), 2.0 (m, 2H), 2.29 (s, 6H), 
2.60 (m, 2H), 2.80 (m. 2H). 3.15 (m. 2H). 3.4-3.5 (m. 1H). 4.51 (bs. 2H. NH),6.41 
30 (d. J = 8, 1H), 7.04 (d. J = 7, 1H), 7.24 (m, 2H), 7.46 (t, J = 8, 1H), 7.82 (m, 2H). 

13 C-NMR <CDCI 3 . 6): 28.1. 33.6, 41.5, 53.1, 60.4, 62.3. 106.9. 110.7, 
126.8, 128.9, 137.6. 138.3, 141.0, 156.1, 158.2. 

MS (%): 325 (parent+1. 100). 280 (45), 197 (65). 
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Anal. Calc'd. for C^H^ 1/2H 2 0: C 72.03, H 8.77, N 16.80. Found: C 
72.09, H 8.57, N 16.86. 

EXAMPLE 22 

6-f4-r2-M.3-Dihvdro-isoindol-2-vn-erhvH-ph6nvl} -pvridin-2-v|an 1 j p a - Prepared 
5 as in Example 1, using dihydroisoindole, in 19% yield, mp 140-143°C. 

'H-NMR (CDCI 3 . 6): 2.97 (m. 4H), 4.00 (bs, 4H), 4.51 (bs, 2H), Nfci), 6.42 
(d, J = 8, 1H), 7.06 (d, J = 8, 1H), 7.20 (m, 4H), 7.32 (m, 2H), 7.47 (t, J = 8, 1H), 
7.86 (m. 2H). 

13 C-NMR (CDCIg, 6): 35.5, 57.8, 59.2. 106.9, 1 10.8, 122.3, 126.7, 126.9, 
10 128.9,137.7.138.3,139.9,140.8,156.1,158.2. 

MS <%): 316 (parent + 1, 92), 197 (43). 132 (100). 

Anal. Calc'd. for C 21 H 2 ,N 3 1/2H 2 0: C 77.75, H 6.84, N 12.95. Found: C 
78.03, H 6.78, N 12.58. 

EXAMPLE 23 

15 2-(4-f2-f4-(6-Amino-Dvridin-2-vl)-phBnvll-flthvl}.nin e ra?in-1-vH-M.isopropvl- 
acetamidg: Prepared as in Example 1, using 4-(N-isopropylacetamido)piperazine, in 
78% yield, mp 163-165°C. 

'H-NMR (CDCI 3 , 6): 1.14 (d, J = 6, 6H), 2.55 (m. 8H). 2.6 <m, 2H), 2.75 (m. 
2H), 2.96 (s, 2H), 4.07 (hp, J = 6, 1 H), 4.52 (bs. 2H. NYj), 6.42 (d. J = 8, 1 H), 6.92 
20 (m. 1H). 7.03 (d. J = 7. 1H). 7.24 (m, 2H), 7.46 (t, J = 8, 1H), 7.82 <m. 2H). 

13 C-NMR (CDCI3, 6): 22.8, 33.4, 40.7, 53.2, 53.4, 60.2. 61.6, 106.9, 
110.7, 126.9, 128.9, 137.7, 138.3. 140.7, 156.0, 158.2, 169.1. 
MS (%): 382 (parent+1, 100), 198 (75). 

Anal. Calc'd. for C a2 H 3 ,N 6 0: C 69.26, H 8.19, N 18.36. Found: C 68.97, 
25 H 8.36, N 18.58. 

EXAMPLE 24 

(4-{2-[4-(6-Aminp-pvrid^2-vl)-phen^ 

fiSiei: Prepared as in Example 1, using 4-(N-carboethoxymethyl)piperazine, in 1 6% 
yield, as a low-melting sold. 
30 'H-NMR (CDCI 3 , 6): 1 .26 (t. J = 7, 3H), 2.5-2.7 (m, 10H), 2.83 (m. 2H), 3.20 

*(S, 2H), 4.17 (q. J = 7, 2H), 4.49 (bs, 2H). 6.41 (d, J = 8, 1H), 7.04 (d, J = 7. 1H). 
7.25 (m. 2H). 7.46 (t. J = 7. 1H), 7.82 (m, 2H). 
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13 C-NMR (CDCI 3 , 6): 14.25, 33.3. 52.9, 53.0, 59.6, 60.2. 60.6, 106.9. 
110.7, 126.8, 128.9, 137.6, 138.3, 140.8, 156.0, 158.2, 170.3. 
IR (cm/ 1 . KBr): 1740 (C = 0). 

MS (%): 369 (parent + 1, 100). 197 (35). 185 (70), 119 (38). 
5 HRMS (%): 369.23070 (parent+1, 100, calculated 369.22905). 

EXAMPLE 25 

f4.{9-t4-(6-Amino-ovri din-2-vn-ohenvll-ethvl\-DiDera2in-1-vl)-Dhenvl- 
rpethanone : Prepared as in Example 1 , using (N-benzoyl)piperazine, in 43% yield, mp 
125-127°C. 

1 0 'H-NMR (CDCI 3 , 6): 2.4 (m, 2H), 2.5-2.7 (m. 4H), 2.85 (m, 2H), 3.5 (m, 2H), 

3.8 (m, 2H), 4.53 (bs. 2H), NM>, 6.41 (d, J =8, 1H), 7.03 (d. J = 7, 1H), 7.24 (m, 
2H), 7.38 (m, 5H). 7.45 (t, J = 8. 1H). 7.83 (m. 2H). 

13 C-NMR (CDCI„ 6): 33.2, 60.1 , 1 06.9, 1 1 0.7, 1 26.9, 1 27.1 , 1 28.5, 1 28.9, 
129.7, 135.8, 137.7, 138.3, 140.5, 155.9, 158.3. 170.3. 
15 MS (%): 387 (parent+1, 92). 203 (35), 105 (100). 

Anal. Calc'd. for C 24 H 28 N 4 0 1 /4H 2 0: C 73.72, H 6.83, N 14.33. Found: C 
73.96, H 6.88. N 14.39. 

EXAMPLE 26 

R-{4-f2-(3-Phflnvl-Dvrrolidin-1-vn-B thvl1-phanvl)-r>vridin-2-vlamine: Prepared 
20 as in Example 1. using 3-phenylpyrrolidine, in 54% yield, mp 100°C (dec.) as the 
hydrochloride salt. 

'H-NMR as the hydrochloride salt (MeOD. 6): 2.2-2.6 (m, 2H), 3.2-3.4 (m, 
5H), 3.5-3.7 (m. 2H). 3.7-4.0 <m. 2H), 6.99 (d, J = 8. 1H), 7.17 (d, J = 7, 1H). 7.3- 
7.5 (m, 5H). 7.59 (m, 2H), 7.83 (m, 2H), 7.97 (t. J = 8, 1H). 
25 13 C-NMR (CDCI3, 6): (the aliphatic and some of the aromatic carbons are 

doubled, possibly due to restricted rotation) 31.9, 32.7, 32.8, 34.2, 55.0, 56.5, 
56.9, 57.5, 60.6. 60.9. 1 1 1 .9. 1 1 2.9, 1 28.4, 1 28.6, 1 28.7, 1 28.9, 1 30.0, 1 31 .2, 
131.9, 139.8. 140.8, 141.6, 145.9, 147.8, 156.8. 

MS (%): 344 (parent+1. 100). 197 (26), 160 (40). 
30 Anal. Calc'd. for C„H 25 N 3 2HCI 5/4H 2 0: C 62.94, H 6.77, N 9.57. Found: 

' C 62.90, H 6.93. N 9.46. 
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EXAMPLE 27 

6-f4-{2-r4-(1-PhBnvl-1H-tBtrazol-5-v»-DiDerazin-1-vl1-ethvU-Dhenvll-ovridin-2- 
vlamine : Prepared as in Example 1 , using 4-(N-phenyltetrazol-5-yl)piperazine, in 50% 
yield, mp 212-214°C. 
5 'H-NMR (CDCI 3 , 6): 2.55 (m, 4H), 2.64 (m, 2H), 2.80 (m, 2H), 3.28 (m, 4H), 

4.52 (bs, 2H, NH>. 6.42 <d, J = 8, 1 H), 7.04 (d, J = 7, 1 H), 7.23 <m, 2H). 7.4-7.6 (m. 
6H). 7.81 (m, 2H). 

13 C-NMR (COCI3, <f): 33.2, 48.7, 52.1, 60.0, 107.0, 1 10.7. 123.7. 123.8. 
126.9, 128.9, 129.7, 129.9, 130.1, 135.0, 137.7, 138.4, 140.5, 155.9. 157.5. 
10 158.2, 160.8. 

MS (%): 427 (parent-*- 1. 100). 197 (85). 

Anal. Calc'd. for C 24 H 2e N 8 1/2H 2 0: C 66.19, H 6.25, N 25.73. Found: C 
66.03, H 6.24, N 25.88. 

EXAMPLE 28 

15 2-f2-r4-(6-Aminn-pvridirv2-vl)-phan^l-«thvl}-1.2. 3.4-tetrahvdro-isoQuinoline-3- 
carboxvlic acid : Prepared as in Example 1, using 3-carboxy(1 ,2,3,4- 
tetrahydroisoquinoline). in 17% yield, mp 1 10°C (dec.) as the hydrochloride salt. 

'H-NMR (CDC1 3 . 6): 2.9-3.1 (m, 6H). 3.7 (m, 1H), 4.4 (m, 2H), 4.54 (bs, 2H, 
NJH). 6.43 (d, J = 8. 1H), 7.0-7.2 (m, 4H), 7.05 (d, J = 7, 1H), 7.28 (m, 2H), 7.47 
20 (t, J = 8, 1H), 7.86 (m, 2H). 

13 C-NMR (CDCI 3( 6): 31.6, 34.8, 47.2, 55.9, 65.3. 107.0, 110.7, 126.1. 
126.2, 127.0. 129.1, 133.1, 134.8, 138.1, 138.2. 138.4. 155.8. 158.3, 173.1. 
MS (%): 374 (parent + 1. 81), 197 (100). 

Anal. Calc'd. for C 23 H 23 N 3 0 2 HCI 1/4H 2 0: C 60.13, H 6.47. N 9.15. Found: 
25 C 60.54. H 6.07, N 8.78. 

EXAMPLE 29 

4-f2-r4-(6-Amino-Dvridin-2-vn-phQnvll-ethvl}-nin erazine-1-carboxvlic acid (4- 
chloro-ohenvD-amide : Prepared as in Example 4, using 4-chlorophenylisocyanate, in 
75.5% yield, mp 160-162°C. 
30 'H-NMR (CDCI 3 . 6): 2.49 (m, 4H), 2.60 (m, 2H). 2.80 (m, 2H). 3.47 (m. 4H), 

" 4.69 (bs. 2H, NH), 6.40 (d, J =8, 1H). 6.96 (d. J = 7. 1H). 7.1-7.4 (m, 6H). 7.44 (t, 
J = 8, 1H), 7.73 (m, 2H). 



WO 97/36871 



PCT/IB97/00132 



-42- 

,3 C-NMR (CDCI3. 6): 33.0. 43.7, 52.7, 60.0, 107.3, 110.9, 121.4, 121.5, 
127.0. 127.9, 128.7, 128.9, 137.7, 137.8, 138.6, 140.4. 155.3, 155.9. 158.4. 
MS (%): 436 (parent-*- 1, 24), 283 (27), 155 950), 119 (100). 
Anal. Calc'd. for C J4 H 2a N s OCI: C 66.12, H 6.01, N 16.06. Found: C 65.92, 
5 H 6.21, N 16.18. 

EXAMPLE 30 

4.{?-r4-(6-Amino-pvridin-2-vn-phenvll-ethvl)-o iDerazine-1-carboxvlic acid D- 

tolvl-amide : Prepared as in Example 4. using 4-methylphenylisocyanate, in 79% 

yield, mp 160-162°C. 
1 0 'H-NMR (CDCI3, 6): 2.28 (s, 3H), 2.52 (m. 4H). 2.64 <m, 2H), 2.82 (m, 2H), 

3.49 (m, 4H), 4.52 (bs. 2H, Nfci), 6.42 <d. J = 8, 1H), 6.44 (m, 1H), 7.0-7.1 and 7.2- 

7.4 (m, 6H), 7.47 (d. J = 8, 1H), 7.84 (m. 2H). 

13 C-NMR (CDCI3. 6): 20.8. 33.25, 44.1, 52.8, 60.1, 107.0. 110.7, 120.3, 

126.9, 128.9, 129.4, 136.4, 137.7. 138.4, 140.6, 155.2. 155.9, 158.2. 
15 MS(%): 41 6 (parent +1,71). 283 (100), 2332 (73), 197(70), 119 (53), 99 

(66). 

Anal. Calc'd. for C 2B H 2B N 6 0: C 72.26, H 7.03, N 16.85. Found: C 72.07, 
H 7.13, N 16.99. 

EXAMPLE 31 

20 4-{2-r4-(6-Amino-pvridin-2-vn-phen vl1-athvl}-pioerazine-1 -carboxvlic acid (4- 

methoxv-phftnvh-amide : Prepared as in Example 4, using 4- 
methoxyphenylisocyanate, in 80% yield, mp 182-184°C. 

'H-NMR (CDCI,. 6): 2.53 (m. 4H), 2.66 (m. 2H), 2.83 (m, 2H), 3.49 (m, 4H), 
3.75 (s. 3H), 4.57 (bs, 2H, NU). 6.42 (d. J = 8, 1H). 6.80 (m. 2H), 7.02 (d. J = 7. 
25 1H). 7.1-7.3 (m, 4H), 7.47 (t, J = 8. 1H), 7.80 (m, 2H). 

"C-NMR <CDCI 3 , 6): 33.1. 44.0, 52.7, 52.8, 60.1, 107.1, 110.8. 114.1, 
122.4, 122.6. 126.9, 128.9. 131.9, 137.7, 138.5, 140.5, 155.7. 155.9, 158.3. 
MS (%): 432 (parent* 1, 15.5). 283 (20), 155 (50). 1 19 (100). 103 (47). 
Anal. Calc'd. for C M H 29 N 6 0 2 1/4H 2 0: C 68.86. H 6.82, N 1 6.06. Found: C 
30 68.80, H 6.80, N 16.20. 
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EXAMPIE 32 

4-{2-r4-(6-Amino-Pvridin-2-vt)-DhBnvn-ethvl)-DiDBra?ine-1-eflrboxvlic acid 
cvclohexvlamide : Prepared as in Example 4, using cyclohexylisocyanate, in 79% 
yield, mp 180-182°C. 
5 ^-NMR (CDCI 3 ,<J): 1 .1 (m, 3H), 1 .3 <m, 2H). 1 .8 (m, 3H), 2.0 (m, 2H), 2.48 

(m, 4H), 2.63 <m, 2H). 2.82 <m, 2H). 3.36 (m, 4H). 3.63 (m. 1H), 4.30 (d, J = 5, 
1H, NH>, 4.54 (bs, 2H, NH), 6.41 (d, J = 8, 1H), 7.03 (d, J = 8, 1H), 7.25 <m, 2H). 
7.46 <t, J = 8, 1H). 7.82 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 25.1 . 25.7, 33.3, 34.0, 43.7, 49.4, 52.8, 60.2, 106.9, 
10 110.7. 126.9. 137.6. 138.4. 140.6, 155.9. 157.0. 158.2. 

MS (%): 408 (parent+1, 55), 283 (100), 224 (50), 197 (60), 119 (44). 

Anal. Calc'd. for C 24 H 33 N 6 0 1 /4H a O: C 69.96, H 8.19, N 17.00. Found: C 
70.13, H 8.32, N 17.19. 

EXAMPLE 33 

15 4-f2-f4-(6-Amino-Dvridin-2-vl)-phenvl1-ethvl}-oiDerazine-1-c arboxvlic acid 

phenyl ester : Prepared as in Example 4, using phenyl chloroformate, in 1 9% yield, 
mp 102-104°C. 

1 H-NMR (CDCI,, 6): 2.57 (m, 4H), 2.69 (m, 2H), 2.83 (m, 2H), 3.6-3.8 (m, 
4H), 4.52 (bs, 2H, NJU), 6.42 (d, J = 8, 1H). 7.1-7.4 <m. 7H), 7.48 (t, J = 8, 1H). 
20 7.85 (m, 2H). 

,3 C-NMR (CDCI,, 6): 33.3, 44.0, 44.5, 52.5, 53.0, 60.2, 107.0, 110.7, 
121.7, 125.3, 127.0. 128.9, 129.3, 137.7, 138.4, 140.6, 151.4, 153.7. 155.95, 
158.2. 

MS (%): 403 (parent+1. 100), 219 (90), 197 (77). 
25 Anal. Calc'd. for C 24 H 20 N 4 O 2 : C 71.62, H 6.51, N 13.92. Found: C 71.23, 

H 6.55, N 14.01. 

EXAMPLE 34 

6-f4-{2-f4-(1-Phenvl-1H-im»dazol-2-vl)-pipera7in -1-vl1-ethvl)-Dhenvl)-pvridin-2- 
ylamine : Prepared as in Example 1, using (N-phenylimidazol-2-yl)piperazine, in 63% 
30 yield, mp 140-142°C. 

'H-NMR (CDCI3, 6): 2.49 (m, 4H), 2.60 (m. 2H), 2.76 (m, 2H), 3.07 (m, 4H), 
4.55 (bs, 2H, NH). 6.39 (d. J = 8. 1H), 6.84 (s, 2H). 7.01 (d, J = 7, 1H), 7.22 (m, 
2H), 7.3-7.6 (m, 6H), 7.80 (m. 2H). 
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13 C-NMR (CDCI3, 6): 33.3,49.6,52.7,60.6,106.9, 110.6, 118,3. 123.8, 
125.4, 126.8, 127.2. 128.9, 129.4, 137.6, 138.3, 140.75, 151.3, 156.0, 158.3. 
MS(%): 425 (parent +1, 100). 241 (33), 197 (40), 184 (32), 172 (55), 160 

(38). 

5 Anal. Calc'd. for C 28 H 28 N 8 1/4H 2 0: C 72.79, H 6.70, N 19.59. Found: C 

72.63, H 6.56, N 19.66. 

EXAMPLE 35 

g-t4-(2-Phenathvlamin Q-ethvl)-Dhftnvll-ovridin-2-vlamine: Prepared as in 
Example 1, using benzylamine, in 38% yield, mp 212-21 5°C as the hydrochloride 
10 salt. 

'H-NMR (CD 3 OD. 6) hydrochloride salt: 3.04 (m, 2H), 3.14 (m, 2H), 3.30 (rn, 
4H), 6.99 (d, J »8, 1 H), 7.1 7 (d, J = 7, 1 H), 7.2-7.4 (m. 5H), 7.55 (m, 2H). 7.83 (m. 
2H), 7.97 (m, 1H). 

13 C-NMR(CDCI 3 .<y): 33.0, 33.4, 1 1 1 .9, 1 1 2.9, 1 28.3, 128.9, 129.8. 130.0, 
15 131.1. 132.0, 137.8. 141.7, 145.9, 147.9, 156.8. 

MS (%): 318.3009 (parent + 1, 100. calculated 318.19702). 
Anal. Calc'd. for C 21 H 23 N 3 2HCI H 2 0: C 61.77, H 6.66, N 10.29. Found: C 
61.49, H 6.67, N 10.35. 

EXAMPLE 36 

20 l-<3-{2-r4-(6-Amino-Dvridin -2-vl)-ohenvl1.Bthvi;-3-aza-bicvclor3.1.01hex-6-vl)- 
3-nhenvl-urea : Prepared from the final compound in Example 2, using 
phenylisocyanate, in 67% yield, mp 192-194°C. 

1 H-NMR (CDCI3, 6): 1 .59 (m, 2H>, 2.52 <m, 2H). 2.65 <m, 2H), 2.78 (m, 2H), 
3.30 (m. 2H), 3.34 (m, 1 H), 6.50 (d, J = 8, 1 H). 6.97 <m, 2H), 7.2-7.4 (m. 6H). 7.48 
25 (t, J = 8. 1H), 7.74 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 25.8, 31.8, 35.9, 55.9, 58.5, 108.5, 111.2, 120.4, 
123.6. 128.0,129.8, 129.9. 139.1, 139.7. 140.7. 142.1, 157.2, 158.9, 160.9. 
MS (%): 414 (parent+1. 100), 226 (40). 149 (81). 127 (63). 
Anal. Calc'd. for C^H^O: C 72.61 . H 6.58, N 1 6.94. Found: C 72.34, 
30 H 6.24, N 17.00. 
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EXAMPLE 37 

(3-1 2-f4-(6-Amino-Pvridin-2-vl)-Dhanvll-ethvH-3-a? a-bicvclof 3 1 .01hex-6-vn- 
d'"iethYl-amine- Prepared from the final compound in Example 2, using 
formaldehyde in formic acid at 80°C for 2.5 hr, in 56.5% yield, as an amorphous 
5 solid. 

'H-NMR (CDCI 3 , 6): 1.47 (m, 2H), 1.89 (m. 1H), 2.31 (s, 6H), 2.41 (m. 2H), 
2.66 (m, 2H), 2.74 (m, 2H). 3.08 (m. 2H), 4.52 <bs, 2H. NH). 6.42 (d. J = 8, 1H), 
7.05 (d. J = 7. 2H), 7.24 <m, 2H), 7.47 <t, J = 8, 1H), 7.83 (m, 2H). 

,3 C-NMR (COCI3, 6): 24.8, 35.3, 45.1, 48.3, 55.0. 57.4. 106.8, 110.7, 
10 459.7, 128.8, 137.5, 138.3. 141.1. 156.1. 158.2. 

MS (%): 323 (parent+1. 7). 167 (35), 149 (100), 113 <37). 

Anal. Calc'd. for C J0 H a9 N 4 3HCI H a O: C 53.40, H 6.45, N 12.45. Found: C 
53.44, H 7.03, N 12.32. 

EXAMPLE 38 

1 5 N-(3-/2-f4-f6-Amino-pvridin-2-vh-phflnvli-Bth v l>-3- fly a -bicvclor3.1.0lhex-6-vn- 
2-(4-fluoro-phenyl)-gc9tarniq;e: Prepared from the final compound in Example 2, 
using 4-fluorophenylacetic acid coupling mediated by N-ethyl, N-(3- 
dimethylaminopropyDcarbodiimide, in 38% yield, mp 161-163°C. 

1 H-NMR (CDCI 3 , 6): 1 .42 (m. 2H), 2.36 (m, 2H). 2.63 (m, 2H). 2.70 (m. 2H), 
20 2.88 (m, 1H), 3.15 (m, 2H), 3.45 (s, 2H), 4.51 (bs, 2H. NH). 5.49 (bs, 1H, NH.), 
6.42 (d, J = 8, 1H), 7.0-7.3 (m, 7H), 7.46 (t. J = 8, 1H), 7.80 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 24.3. 30.5, 35.1, 42.8, 54.4, 56.7, 106.9. 110.7, 
115.6, 115.9. 126.7. 128.8. 130.8, 130.9, 137.4. 138.3, 141.0, 156.0, 158.2, 
160.4, 163.7, 171.5. 
25 MS (%): 431 (parent + 1, 100), 226 (33), 197 (60 ), 109 (60). 

Anal. Calc'd. for C a6 H„FN 4 0 1/2H 2 0: C 71.05, H 6.42, N 12.75. Found: 
C 71.14, H 6.53, N 12.60. 

EXAMPLE 3Q 

6-(4-(2-f4-(3-Phenvl-allvl)-Diperazin-1.vH-ethvU-nhBn vl). D vridin-2-vl a minP - 
30 Prepared as in Example 1, using (3-phenyl-allyl)-piperazine. in 67% yield, mp 249- 
255 °C (hydrochloride salt). 
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'H-NMR as th hydrochloride salt (CDCI 3 /MeOD, 6): 3.27 (m, 2H), 3.56 (m, 
2H), 3.7-4.0 (m, 8H). 4.08 (d, J - 7, 2H), 6.34 <m. 2H), 6.95 <m. 2H), 7. 1 1 (d, J = 7, 
1H), 7.33 <m, 2H), 7.51 (m. 3H), 7.79 (m, 2H), 7.93 (dd, J = 7.8, 1H). 

,3 C-NMR (CDCI 3 , 6): 27.1, 31.1. 57.0, 58.1, 59.9, 112.0. 113.2, 116.5, 
5 128.4, 1218.5. 128.8. 129.0, 131.9, 136.4, 141.0, 143.2, 145.8, 147.8. 150.3. 
156.8. 

MS <%): 399 (parent+1, 54). 149 (77), 119 (93), 117 (100). 

Anal. Calc'd. for C 2e H 30 N 4 -3HC1 1 /2H 2 0: C 60.41, H 6.63, N 10.84. Found: 
C 60.79, H 6.65. N 10.67. 
10 EXAMPLE 40 

6-f4-{2-f4-(3-Phenvl-oropvl)-Dioerflrin-1-vn-ethv H-phBnvn-Dvridin-2-vlamine: 
Prepared as in Example 1 , using (3-phenyl-propyl)-piperazine, in 64% yield, mp 258- 
264 °C (hydrochloride salt). 

'H-NMR (CDCI 3 , 6): 1.83 (qn, J =8. 2H), 2.54 (m, 2H), 2.6-2.8 (m, 12H). 
1 5 2.83 (m, 2H), 4.47 (bs, 2H, NH). 6.42 (d, J = 8. 1 H), 7.05 (d, J - 7, 1 H). 7.1-7.3 (m, 
7H). 7.46 (t, J = 8, 1H), 7.82 (m, 2H). 

,3 C-NMR (CDCI3, <5): 28.6, 33.3, 33.7, 53.2. 58,0. 60.3. 65.8. 106.8. 
110.7, 125.8, 126.8, 128.3, 128.4, 128.9. 137.6. 138.3, 140.9, 142.1, 156.1, 
158.2. 

20 MS <%): 401 (parent+1, 10), 167 (21), 149 (100), 113 (24). 

Anal. Calc'd. for C 2e H 32 N 4 -3HC» 5/2H 2 0: C 56.27, H 7.26, N 10.10. Found: 
C 56.35, H 7.47. N 9.72. 

EXAMPLE 41 

4-{2-l4-(6-Amino-ovridin-2-vl)-phBnvll-ethvl}-piDera2ine-1 -carboxvlic acid (3.4- 
25 dimethvl-phenvD-amide : Prepared as in Example 4, using 3,4- 
dimethylphenylisocyanate, in 90% yield, mp 122-125°C. 

'H-NMR (CDCI3, 6): 2.15 (s, 3H), 2.18 (s, 3H), 2.47 (m. 4H). 2.65 <m, 2H), 
2.85 (m, 2H), 3.55 (m, 4H), 4.55 (bs, 2H, Nij), 6.35 (s. 1H), 6.42 (d. J = 8, 1H), 
7.0-7.3 (m, 5H), 7.47 (t, J = 8, 1H), 7.82 (m. 2H). 
30 "C-NMR (CDCI3, 6): 19.0, 19.9, 33.2, 44.1, 52.8, 60.1. 104.0. 110.7. 

' 117.7, 121.7, 126.9. 128.9, 129., 131.4, 136.6. 137.0. 137.6, 138.4, 140.6, 
155.2, 155.9, 158.2. 

MS (%>: 430 (parent+1, 41), 283 (100), 246 (58), 197 (81), 99 (76). 
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Anal. Calc'd. for Cj„H 31 N 5 0: C 72.70, H 7.27. N 16.30. Found: C 72.51, 
H 7.33, N 16.06. 

EXAMPLE 43 

1-(4-f2-f4-(6-Amino-Dvridin-2-vn-nhBnvll-Bthvl}-oiDBrazin-1- y»-2-(4-chloro- 
5 phenvh-ethanone : Prepared as in Example 5, using 4-chlorophenylacetic acid, in 
38% yield, mp 205 °C (dec, hydrochloride salt). 

'H-NMR (CDCI 3 , 6): 2.37 (m, 2H>, 2.49 (m, 2H). 2.59 (m, 2H>. 2.62 (rn. 2H), 
3.45 (m. 2H). 3.6 (m. 2H), 3.67 (s. 2H), 4.86 (bs, 2H, NH), 6.42 (d, J = 8. 1H), 7.01 
(d, J = 7. 1H), 7.1-7.3 (m. 6H), 7.47 (dd, J = 7,8. 1H), 7.79 (m. 2H). 
10 13 C-NMR (CDCI,, 6): 33.1, 40.0, 41.7, 45.9, 52.6, 53.0, 59.8, 107.2. 

110.7, 127.0, 128.5, 128.8, 130.0, 130.8, 122.7, 133.5. 137.3, 138.6, 140.5, 
155.6, 158,2, 169.0. 

MS (%): 435 (parent+1. 100). 251 (49), 197 (61), 119 (62). 
Anal. Calc'd. for C26H 27 N 4 CI0-1/4H 2 0: C 68.33, H 6.31 , N 12.75. Found: 
15 C 68.59, H 6.13, N 12.53. 

EXAMPLE 43 

8-f2-r4-(6-Amino-pvridin-2-vl) -ohenvl1-Bthvl}-3-benzvl-1 .3.8-triaza- 
SDirof4.51decane-2.4-dione: Prepared as in Example 1 , using 3-benzyl-1 ,3.8-triaza- 
spiro[4.5]decane-2,4-dione (prepared as described in WO 95/1 2577 ( 1 995)), in 42% 
20 yield, mp 190°C (dec, as the hydrochloride salt). 

'H-NMR (CDCI 3 . 6): 1.62 (m, 2H), 2.11 (m, 2H), 2.23 (m, 2H), 2.63 (m, 
2H), 2.82 (m, 2H), 2.95 (m. 2H). 4.50 (bs, 2H, NhJ), 4.63 (s, 2H). 6.41 (d, J =8, 
1H), 7.04 (d. J = 7, 1H), 7.2-7.4 (m, 7H), 7.46 (dd, J = 7,8, 1H), 7.83 (m, 2H). 

"C-NMR (CDCI 3 . 6): 33.2. 33.4, 42.1, 49.0. 60.1, 60.2, 106.9. 110.7, 
25 126.9. 127.8. 128.3. 128.7, 128.9, 136.1, 167.7, 138.4, 140.7, 155.9. 156.8. 
158.2. 176.0. 

MS (%): 456 (parent + 1, 100), 272 (81), 197 (79), 119 (35). 
Anal. Calc'd. for C 27 H 29 N 5 0 2 1/2H 2 0 (analyzed as the free base): C 69.81 . H 
6.51, N 15.07. Found: C 69.94. H 6.52, N 1 5.00. 
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EXAMPLE 44 

a-{2-r4-(6-Amino-pvrid in-2-vn-Dhenvll-ethvn-3-aza-bicvclor3.2.1loct-8- 
ylamine : Prepared as in Example 2, using 3-aza-bicyclo[3.2.1 ]oct-8-ylamine t- 
butylcarbamate followed by removal of the t-butylcarbamate group, in 83% yield, mp 
5 235°C (dec, as the hydrochloride salt). 

'H-NMR (CDCI,. 6): 1 .69 (m. 4H), 1 .82 (m. 2H), 2.59 (m, 6H), 2.75 (m, 2H), 
2.97 (m. 1H), 4.53 (bs, 2H. NH). 6.39 (d. J = 8, 1H), 7.03 (d, J = 7, 1H), 7.24 (m, 
2H), 7.43 <dd, J = 7,8, 1H), 7.82 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): '26.9, 33.2, 39.2, 52.1, 54.1, 59.7, 106.8, 110.65. 
10 126.6, 128.9,139.3,138.3,141.6,156.1,158.2. 

MS (%): 323 (parent + 1, 10), 167 (24). 149 (100). 113 (27). 
Anal. Calc'd. for C 20 H 20 N 4 HCI 7/4H 2 0 CH 2 CI 2 : C 53.06. H 6.89, N 11.79. 
Found: C 53.35, H 7.07, N 11.79. 

EXAMPLE 45 

15 4-{2-f4.(6-Amino-pvridin-2-vl)-phenvl l-«thvl}-pinera2ine-1 -carboxvlic acid m- 

totvl-amide : Prepared as in Example 3, using 3-tolylisocyanate, in 85% yield, mp 88- 
94°C. 

1 H-NMR (CDCI,, 6): 2.30 (s, 3H), 2.52 (m, 4H), 2.64 (m, 2H). 2.83 (m, 2H), 
3.50 <m, 4H). 4.54 (bs, 2H, NH), 6.42 (d, J = 8. 1H), 6.48 (s, 1H). 6.83 (d, J = 7, 
20 1H), 7.04 (d, J = 7, 1H). 7.1-7.3 (m, 4H), 7.47 (t, J = 8. 1H), 7.83 (m. 2H). 

13 C-NMR (CDCI 3 , 6): 21.5, 33.2. 44.1, 52.8, 60.1. 107.0, 110.7, 117.1, 
120.8, 123.9, 126.9, 128.7, 128.9. 137.7. 138.4, 138.7, 138.9. 140.6. 155.1. 
155.9,158.2. 

MS (%): 416 (parent + 1, 33), 283 (100), 232 (60), 197 (95). 
25 Anal. Calc'd. for C 28 H J9 N 5 0: C 72.26. H 7.03. N 16.85. Found: C 72.08. 

H 7.08, N 16.74. 

EXAMPLE 46 

(3-{2-r4-(6-Amino-Pvridin -2-vn-phBnvl1-athvl\-3-aza-bicvclo[3.1.01h9X-6-vl)- 
nhftnethvl-amine : Prepared using the final product of Example 2, by reaction with 
30 phenylacetaldehyde and sodium cyanoborohydride in methanol, in 41% yield, mp 
165°C (dec, as the hydrochloride salt. 
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'H-NMR (CDCI 3 , 6): 1.43 (m, 2H), 2.4 <m, 3H), 2.6 (m, 2H), 2.8 (m, 4H), 
2.92 (m, 2H), 3.09 (m, 2H). 4.51 (bs, 2H. NH>. 6.41 (d. J =8. 1H), 7.04 (d. J = 7. 
1H). 7.1-7.3 (m, 7H), 7.43 <t, J = 8, 1H), 7.82 (m. 2H). 

13 C-NMR (CDCI,. 6): 24.4, 35.0, 36.1. 39.0. 50.6. 55.0, 57.3, 106.9, 
5 110.7, 126.1. 126.8, 128.5, 128.7, 128.9, 137.6, 138.35, 140.0, 140.7. 156.0, 
158.2. 

HRMS (%): Calc'd. for C J9 H 30 N 4 : 399.2549. Found: 399.2534. 

EXAMPLE 47 

4-f2-r4-(6-Amino-ovridin-2.vh-ohftnvn.ethvt>-oiDerazine-1-c arboxvlic acid 
10 benzvlamide : Prepared as in Example 3, using benzylisocyanate, in 60% yield, mp 
172-175°C. 

'H-NMR (MeOD. CDCI 3 . 6): 2.48 (m, 4H), 2.63 (m, 2H), 2.80 (m, 2H), 3.39 
(m, 4H), 4.37 (s, 2H), 4.61 (bs for NH 2 , partly exchanged), 5.03 (m, NH, partly 
exchanged), 6.41 (d, J = 8, 1H), 6.99 <d. J = 7, 1H), 7.1-7.3 (m, 7H). 7.45 (t. J = 8, 
15 1H), 7.76 (m, 2H). 

"C-NMR (CDCIj. 6): 33.1. 43.6. 44.8. 52.8, 60.1. 107.1, 110.8. 126.9. 
127.3, 127.7. 128.6, 128.9, 137.7, 138.5. 139.3. 140.5, 155.9, 157.7, 158.3. 
MS (%): 416 (parent + 1, 60), 283 (100), 232 (56). 197 (80), 99 (70). 
Anal. Calc'd. for C«H„N B 0 1/4H a 0: C 71.49. H 7.28. N 16.67. Found: C 
20 71.45, H 7.06, N 16.67. 

EXAMPLE 48 

6-f4-(2-J4-H -(4-Fluoro-Dhenv»-1 H-tetra?ol-5-vll-Dipera zin-1 -vl>-ethvl)- D henvn- 
pvridin-2-vlamine : Prepared as in Example 1 , using [(4-fluoro-phenyl)-1 H-tetrazol-5- 
yllpiperazine, in 20% yield, mp 185-187°C. 
25 'H-NMR (CDCIj, 6): 2.58 (m. 4H), 2.67 (m, 2H), 2.81 (m, 2H). 3.28 (m, 4H). 

4.51 (bs. 2H, NH). 6.45 (d, J = 8, 1H), 7.06 (d. J = 7. 1H), 7.2-7.3 (m, 4H), 7.49 (t, 
J = 8, 1H), 7.60 (m, 2H), 7.85 <m, 2H). 

13 C-NMR (CDCIj, 6): 33.2, 48.7, 52.1. 60.0, 106.9, 110.7, 116.8, 117.1, 
125.8, 125.9. 126.9. 128.9. 131.0. 137.7. 138.4, 140.4. 155.9. 157.6. 158.2. 
30 161.1, 164.5. 

MS (%): 445 <parent+1, 85). 197 (80), 119 (100), 103 (84). 

Anal. Calc'd. for C I4 Hj 5 N 8 F: C 64.85, H 5.67. N 25.21. Found: C 64.63, 
H 5.75, N 25.36. 
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EXAMPLE 49 

6-(4-f2-f4-c«-(4-Phenvl-cvclohBxvl)-DiDerazin-1-vl1-Bthvl)- ohenvn-Pvridin-2- 
vlamine : Prepared as in Example 1 , using c/s-(4-phenyl-cyclohexyl)-piperazine, in 
46% yield, mp 127-130°C. 
5 'H-NMR (CDCIj. 6): 1.58 (m, 4H), 1.95 (m, 4H), 2.27 <m, 1H), 2.6-2.8 (m, 

10H), 2.83 <m. 2H), 4.50 <bs, 2H. Nti). 6.42 (d. J = 8, 1H), 7.06 (d, J = 7, 1H), 7.2- 
7.3 (m, 7H), 7.47 <t, J =8, 1H). 7.85 (m. 2H). 

"C-NMR (CDCI 3 , 6): 28.0, 28.4, 33.4, 42.8, 49.8, 53.8, 59.1 , 60.5, 1 06.9, 
110.7, 125.7, 126.8. 127.1, 128.2, 128.9, 129.2, 137.6. 138.3, 141.0. 147.1, 
10 156.1, 158.2. 

MS (%): 441 (parent+1, 59), 257 (75), 197 (40), 91 (100). 

Anal. Calc'd. for C 29 H, 8 N 4 0 1/4H 2 0: C 78.25, H 8.27, N 1 2.59. Found: C 
78.30, H 8.22. N 12.70. 

EXAMPUE so 

15 6-f4.f2W4-//a/ig-(4-Pnenvl-cvclohexvl)-DiDera2in-1-vll-ethvl>-phenvl)-Dvridin-2- 
vlamine : Prepared as in Example 1 , using rra/ts-(4-phenyl-cyclohexyl)-piperazine, in 
54% yield, mp 178-180°C. 

'H-NMR (CDCI 3 , 6): 1 .49 (m. 4H). 2.03 (m. 4H). 2.47 (m, 2H), 2.65 (m, 8H), 
2.85 <m, 2H). 4.50 (bs. 2H, NH). 6.42 (d, J = 8. 1H), 7.05 (d. J = 7. 1H), 7.1-7.2 (m, 
20 7H), 7.47 (t. J = 8. 1H>, 7.84 (m, 2H). 

13 C-NMR (CDCIj, 6): 28.9, 33.3. 33.5, 44.1 , 49.1 , 53.5, 60.4, 63.3, 1 06.9, 
110.7. 126.0, 126.8, 126.9, 128.3. 128.9, 137.6, 138.3, 140.9, 146.9, 156.0, 
158.2. 

MS (%): 441 (parent + 1, 89), 257 (90), 197 (40), 91 (100). 
25 Anal. Calc'd. for C 29 H 30 N 4 O-1/4H 2 O: C 78.25. H 8.27. N 12.59. Found: C 

77.98, H 8.25. N 12.60. 

EXAMPLE 51 

(3-{2-r4-f6-Amino-Dvridin-2-vl)-Phenvll-ethvl}-3-aza-bicvclo[3.1.0lhex-6-vl)-(3- 
phenvl-propvD-aminB hydrochloride salt : Prepared from the final compound in 
30 Example 2, using 3-phenylpropionaldehyde via reductive amination using sodium 
cyanoborohydride in methanol, in 27% yield, mp 160-163°C as the hydrochloride 
salt from 1 ,2-dichloroethan . 
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'H-NMR (CDCI3, 6): 1.44 (m. 2H), 1.83 <qn. 2H), 2.43 <m, 3H). 2.6-2.8 <m, 
8H), 3.09 <m, 2H). 4.54 (bs; 2H, NH>. 6.43 (d, J = 8, 1H), 7.07 (d. J = 7. 1H), 7.1- 
7.3 <m, 7H) f 7.48 (t. J = 8, 1H), 7.85 (m. 2H). 

,3 C-NMR <CDCI 3 , 6): 24.4, 31.5, 33.6, 35.2, 39.0, 49.1, 55.0, 57.3. 106.8, 
5 110.7. 125.8, 126.7, 128.3, 128.4, 128.9, 137.5, 138.3, 141.0. 142.1. 156.1. 
158.2. 

MS (%): 413 (parent* 1, 70), 226 (73), 197 (66), 91 (100). 
Anal. Calc'd. for C 27 H 32 N 4 2HCI.2H 2 0 1/2C 2 H 4 CI 2 : C 58.90. H 7.06. N 9.81. 
Found: C 59.19. H 7.18, N 9.46. 
1 ° EXAMPLE 52 

2-(3-f3-r4-(6-Arnino-Pvr»din-2-vl)-nhflnvl1-fithvl)-^- a 2a -bievHnr3.1.01hBx-6- 
ylarrynQl-ecetarnide : Prepared from the final compound in Example 2, using 
iodoacetamide, in 39.5% yield, mp 140°C (dec). 

'H-NMR (CDCI3, 6)1 1.61 (m. 2HJ.2.41 (m, 1H), 2.50 (m, 2H), 2.65 (m. 2H), 
15 2.75 (m, 2H), 3.05 (m. 2H), 3.25 (s, 2H), 6.49 (d, J =8, 1H), 6.96 (d. J = 7, 1H), 
7.24 (m, 2H), 7.48 (dd, J = 7.8, 1H), 7.74 (m, 2H). 

"C-NMR (CDCI,, 6): 25.3, 35.7, 40.6, 56.1, 58.6, 60.1, 108.5, 111.1, 
128.0, 129.8, 139.2. 139.7. 141.9. 157.1, 161.0. 177.0. 

HRMS (%): 352 (parent+1. 43), 155 (47). 119 (100), 103 (54). 
20 EXAMPLE 53 

e-f4-(2-f4-f2-(4-Fluoro-ohenvl).ethvll-nio e razin-1-yl} - ethvn-phftnyll- DV ridin-?- 
Jdamina: Prepared as in Example 1. using (4-fluoro)phenethyl-piperazine, in 35% 
yield, mp 165-1 67 °C. 

'H-NMR (CDCI,. 6): 2.5-2.7 (m. 12H), 2.7-2.9 (m, 4H). 4.51 (bs. 2H. NH), 
25 6.42 (d. J = 8. 1H), 6.95 (m, 2H), 7.05 (d. J = 8. 1H), 7.14 (m. 2H), 7.25 <m, 2H). 
7.47 (t. J = 8. 1H), 7.83 (m, 2H). 

,3 C-NMR (CDCI3, 6): 32.8. 33.3, 53.1, 60.3. 60.5. 106.9, 110.7, 115.0. 
115.3, 126.8, 128.9. 130.0, 130.1, 135.9, 136.0, 137.6, 138.3. 140.9. 156.1, 
158,2, 159.8, 163.0. 
30 MS (%): 405 (parent+1, 92), 221 (100), 197 (53), 123 (75). 

Anal. Calc'd. for C 28 H 29 FN 4 1/4H 2 0: C 72.61. H 7.31. N 13.55. Found: C 
72.74, H 7.05, N 13.22. 
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EXAMPLE 54 

6-(4-f 2-f4-( 1 -Methvl-2-phenvl-athvl) -piperazin- 1 -vH-Qthv»)-nhRnvl)-pvririin-?- 
vlamine: Prepared as in Example 1 , using 1 -methyl-2-phenyl-ethyl-piperazine, in 30% 
yield, mp 252-256°C as the hydrochloride salt. 
5 'H-NMR (CDCI 3 , 6): 0.95 <d, J = 6, 3H). 2.41 (m, 1 H}, 2.5-2.7 (m, 1 0H). 2.83 

(m, 3H), 3.04 (m, 1 H), 4.54 (bs. 2H, NHJ, 6.41 (d, J = 8, 1 H), 7.04 <d. J = 7, 1 H). 
7.1-7.3 (m, 7H), 7.46 (t. J = 8. 1H). 7.84 (m, 2H). 

"C-NMR (CDCI3, 6): 14.4, 33.4. 39.3, 48.3, 53.6, 60.4, 61.3, 106.9, 
110.7, 125.8. 126.9, 127.0, 128.2, 128.9. 129.3. 137.6. 138.3, 140,6, 140.9, 
10 156.1. 158.3. 

MS (%): 401 (parent+1, 64), 309 (35). 217 (40), 197 (34), 91 (100). 

Anal. Calc'd. for C 2fl H 32 N 4 3HCI H 2 0: C 59.1 5, H 7.06, N 10.61 . Found: C 
59.07, H 7.22, N 10.46. 

EXAMPLE 55 

15 6-(4-f2-f4-(1.2.3.4-Tetrahvdro-napht halen-2-vn-piperazin-1-vl1-ethvU-ohenv»- 
pyridin-g-Ytamine: Prepared as in Example 1, using 4-(1, 2,3,4-tetrahydro-naphthalen- 
2-yD-piperazine, in 33% yield, mp >220°C as the hydrochloride salt. 

'H-NMR (CDCI3, 6): 1.65 (m,1H), 2.15 (m, 1H), 2.6-3.0 (m, 17H), 4.52 (bs. 
2H, NH), 6.41 (d, J = 8, 1H). 7.09 (m, 5H). 7.26 (m. 2H), 7.46 (t, J = 8, 1H), 7.84 

20 (m, 2H). 

13 C-NMR (CDCI3, 6): 26.1 , 29.4, 32.0, 33.3. 49.1 . 53.5, 60.3, 60.4, 106.9. 
110.7, 125.7, 125.8. 126.9. 128.5, 128.9, 129.5, 135.9, 136.4, 137.6. 138.3, 
140.9, 156.1, 158.2. 

MS (%): 413 (parent+1. 30), 229 (65), 197 (30), 131 (100). 
25 Anal. Calc'd. for C 27 H 32 N 4 -3HCI: C 62.13, H 6.76, N 10.73. Found: C 

62.44, H 7.11, N 10.49. 

EXAMPIE §6 

N-( 1 -{ 2-f 4-(6-Amino-P vridin-2-vn-phenvll-ethy|)-pvrrolidin-3-vl)-2-(4-f luoro- 
phenvD-acetamide: Prepared from (1-{2-I4-(6-amino-pyridin-2-yl)-phenyl]-ethyl}- 
30 pyrrolidin-3-yl)-2-amine, using 4-fluorophenylacetic acid coupling mediated by N- 
ethyl, N-(3-dimethyiaminopropyl)carbodiimide, in 55% yield, mp 90°C (dec). 
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'H-NMR (CDCI3, 6): 1.54 (m, 2H), 2.24 (m. 3H). 2.53 (m, 1H), 2.72 (m, 2H), 
2.79 (m. 2H), 2.98 (m, 1 H), 4.5 (m, 2H), 6.1 9 (m, 1 H), 6.40 (d. J = 8, 1 H), 7.02 (m. 
3H), 7.20 (m, 4H), 7.46 (t. J = 8, 1H), 7.82 (m, 2H). 

,3 C-NMR (CDCI3, 6): 32.1 , 34.6,42.7,48.6. 52.8, 57.2, 60.6, 107.0, 1 10.7, 
5 115.5, 115.7, 126.9, 128.8, 130.8, 130.9, 137.8, 138.4, 140.2. 155.8, 158.3, 
160.8, 163.2, 170.2. 

MS(%): 41 9 (parent +1.43), 391 (38), 167(40), 149 (100), 1 19 (46), 1 13 

(73). 

HRMS: Calc'd. for C JB H 28 N 4 0F: 419.2247. Found: 419.2266. 
1 ° EXAMPLE R7 

8-f2-f4-(6-Amino-Dvridin-2-vn-phflnv n-ethvl)-3-nhflnflthYl--| , 3.8-tria ? a- 
SP'rQ[4, 5 ldecane-2 ,4-djpne : Prepared as in Example 1. using 3-phenethyl- 1,3,8- 
triaza-spiro[4.5]decane-2,4-dione, in 45% yield, mp 1 76-1 80°C asthe hydrochloride 
salt. 

1 5 'H-NMR (CDCI,, 6): 1 .51 (m. 2H). 2.02 (m, 2H). 2.23 (m, 2H), 2.63 (m, 2H), 

2.82 (m, 2H), 2.92 (m. 4H), 3.73 (t, J = 7, 2H), 4.54 (bs. 2H, Njd), 6.42 (d. J = 8, 
1H), 7.05 (m, 2H), 7.2-7.3 (m, 5H), 7.47 (t, J = 8. 1H), 7.83 (m, 2H). 

,3 C-NMR (CDCI,, 6): 33.2, 33.3. 33.8, 39.5, 49.0, 59.7, 60.1, 106.9, 
110.7, 126.6. 126.9, 128.5, 128.9, 129.0, 137.7, 138.4, 140.7, 156.0, 156.8. 

20 158.3, 176.1. 

MS (%): 470 (parent+ 1, 70), 360 (67). 340 (100), 338 (75), 332 (55). 
Anal. Calc'd. for C 3B H 3i N s 0 3 1/2H 2 0: C 70.27, H 6.74, N 14.63. Found: C 
70.16. H 6.65, N 14.85. 

EXAMPLE Bfi 

25 8-(2-f4-(6-Amino-Dvridin-2-vH-nhflnvn - e thvn-8- ay A.bi C vHnra 9 1^ -?- 

Yifiminfl: Prepared as in Example 1. using 8-eza-bicyclo[3.2.1 Joct-3-ylamine as the 
t-butyl carbamate, followed by deprotection using trifluoroacetic acid, in 67% yield, 
mp >300°C as the hydrochloride salt. 

'H-NMR (CDCI3, 6): 1 .45 (m. 4H), 1 .54 (m, 2H), 1 .68 (m, 2H), 1 .91 (m, 2H). 
30 2.63 (m, 2H), 2.78 (m, 2H), 2.93 (m, 1H), 3.29 (m, 2H), 4.50 (bs, 2H. NH), 6.39 
(d, J = 8, 1H), 7.03 (d, J = 7, 1H), 7.24 (m, 2H), 7.45 (t, J = 8. 1H). 7.81 (m. 2H). 

13 C-NMR (CDCI 3 , 6): 26.9, 35.6. 41.2. 43.0. 53.3. 58.8, 106.8. 110.7. 
126.7, 128.9. 137.5, 138.3. 141.1, 156.0, 158.2. 
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MS (%): 323 (parent+1. 23), 197 (25), 149 (36), 109 (57), 95 (100). 
Anal. Calc'd. for C 20 H 28 N 4 HCI 3/2H 2 0 CH 2 CI 2 : C 53.57, H 6.85, N 11.90. 
Found: C 53.90, H 7.09, N 12.14. 

EXAMPLE S9 

5 4-Amino-1-f2-f4-(6-amino-Dvridin-2-vl)-ohenvn-ethv»-DiD8ridine-4-carboxvlic 
acid benzvlamide : Prepared as in Example 1 , using 4-amino-piperidine-4-carboxylic 
acid benzylamide, mp >240°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .47 (m, 2H), 2.36 (m, 4H), 2.64 (m, 2H), 2.87 (m, 2H). 
2.92 <m. 2H), 4.42 (d. J = 6, 2H), 4.47 <s, 2H). 6.42 (d. J = 8. 1H), 7.05 (d, J = 7, 
10 1H), 7.2-7.4 (m, 7H), 7.47 (t, J = 8. 1H), 7.83 (m, 2H), 8.02 (bs, 1H, NHJ. 

13 C-NMR (CDCI,. 6): 33.1, 34.8, 43.2, 48.9, 55.1, 60.3, 107.1, 110.9, 
126.9, 127.3, 127.6. 128.6, 128.9, 137.7, 138.5, 140.5, 156.0. 158.3, 177.0. 
MS (%): 430 (parent + 1, 100), 197 (47), 133 962). 

Anal. Calc'd. for C 26 H 31 N B 0 HCI 5/4H 2 0 CH 2 CI 2 : C 56.55, H 6.42, N 12.21. 
15 Found: C 56.88. H 6.84, N 1 2.09. 

EXAMPLE 60 

6-(4-{2-f4- (2-Amino-ethvl)-piDerazin-1-vll-ethvl>-ohenvl)-ovridin-2-vlamine: 
Prepared as in Example 1 , using (2-amino-ethyD-piperazine as the t-butylcarbamate, 
followed by deprotection using trifluoroacetic acid in methylene chloride, in 90% 
20 yield, as a hygroscopic solid as the trifluoroacetate salt. 

'H-NMR (CDCI 3 , 6): 1 .93 (m, 2H), 2.3-2.5 (m. 14H), 2.81 (m. 2H), 4.50 (bs. 
2H. NM). 6.40 (d, J = 8. 1H), 7.03 (d. J = 7, 1H), 7.23 (m, 2H). 7.45 (t, J = 8. 1H), 
7.81 <m. 2H). 

13 C-NMR (CDCIj, <$): 33.3, 53.2, 60.4, 1 06.9, 1 1 0.7, 1 26.8, 1 28.9, 1 37.6, 
25 138.3,140.9.156.0,158.2. 

MS (%): 326 (parent + 1 , 8), 167 (25), 149 (100), 133 (45), 119 (28), 113 

(25). 

HRMS. Calc'd. for C 19 H 27 N S : 326.2345. Found: 326.2340. 

EXAMPLE 61 

30 2-Amino-1-<4-f2-r4-(6-a mino-pvridin-2-vl)-ohenvll-ethvll-piDerazin-1-vl)-3- 
Dhenvl-Dropan-1 -one : Prepared from the title compound in Example 3B, using t-BOC 
phenylalanine coupling mediated by N-ethyl, N-(3-dimethylaminopropyl)carbodiimide, 
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in 68% yield, followed by deprotection using trifluoroacetic acid in methylene 
chloride in 78% yield, mp 230°C (dec.) as the hydrochloride salt from ethyl ether. 

'H-NMR <CDCI 3 , 6): 1 .89 (m, 1 H), 2.31 (m, 2H), 2.50 (m, 3H>, 2.74 (m, 3H), 
2.90 <m. 1H>, 3.10 (m, 1H), 3.31 (m, 1H). 3.5-.37 (m, 2H), 3.94 (m, 1H). 4.59 (bs, 
5 2H, NH), 6.39 (d, J = 8, 1H). 7.02 (d. J = 7, 1 H), 7.1 -7.3 (m. 7H), 7.44 (t, J = 8, 1H), 
7.82 (m, 2H). 

"C-NMR (CDCI 3 , 6): 33.1. 41.9, 45.2, 52.5, 52.8. 59.9. 107.0, 110.6, 
126.9, 128.6, 128.8, 129.4, 137.6. 137.7, 138.3, 140.5, 155.8. 158.3, 173.0. 
MS <%): 430 (parent+1, 23), 167 (26), 149 (100), 133 (72), 113 (25). 
10 HRMS: Calc'd. for C 28 H 31 N 5 0 3HCI 5/4H,0: C 56.19, H 6.99, N 11.70. 

Found: C 56.55. H 6.73, N 1 1 .32. 

EXAMPLE 62 

f2-r4-(6-Amino-Dvridin-2-vH-phBnvn-ethvl}.(8-benzvl- 8-aza-bicvclof3.2.11oct-3- 
vl)-amine : Prepared as in Example 1 , using (8-benzyl-8-aza-bicyclo[3.2.1 Joct-3-yl)- 
1 5 amine, mp 260°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , <J): 1 .45 (m, 3H), 1 .53 (m. 2H). 1 .72 <m, 2H), 1 .97 (m. 2H). 
2.7-2.9 (m, 4H), 3.18 (m. 2H), 3.54 (s. 2H), 4.49 (bs, 2H, NH), 6.41 (d, J = 8, 1H), 
7.04 (d, J = 7, 1 H). 7.2-7.4 (m. 7H), 7.46 (t, J = 8, 1 H), 7.83 (m, 2H). 

13 C-NMR (CDCI3, 6): 27.0. 36.5. 38.3, 48.1, 48.9, 55.5, 58.5, 106.9, 
20 110.8, 126.6, 126.9, 128.1, 128.5, 128.9, 137.7, 138.3, 140.3, 140.7, 156.0, 
158.2. 

MS (%): 413 (parent+1. 6), 200 (40). 133 (28). 91 (100). 

Anal. Calc'd. for C„H M N 4 3HCI H a O: C 60.06, H 6.91, N 10.38. Found: C 
60.33. H 6.82, N 10.39. 
25 EXAMPLE 63 

1-(1-f2-f4-(6-Amino-Dvridin-2-vl)-D henvl)-ethvl>-Diperidin-4-vn-3-ohenvl-urea: 
Prepared as in Example 1. using 4-(phenylureido)-piperidine, mp >280°C as the 
hydrochloride salt. 

'H-NMR (CDCI3, 6): 1.41 (m, 2H), 1.93 (m. 2H), 2.17 (m, 2H), 2.585 (m, 
30 2H), 2.79 (m, 2H), 2.92 <m. 2H). 3.60 (m, 1H). 6.39 (d, J = 8, 1H), 6.92 (m. 2H), 
' 7.2-7.4 (m, 7H), 7.42 (t. J = 8. 1H>. 7.69 (m. 2H). 

13 C-NMR (CDCI 3 , MeOD, 6): 31.9, 32.8, 46.2, 52.4, .60.1. 107.3, 110.9, 
.1 19.0, 122.4, 127.0, 128.8, 137.8, 138.6, 139.3, 140.0. 155.6, 155.9, 158.5. 
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MS (%): 41 6 (parent + 1 . 78). 323 (52). 232 (50), 1 97 (1 00). 1 33 (82). 1 1 9 
(79). 103 (69). 

Anal. Calc'd. for C 2B H 29 N b O 2HC1 1 /2H 2 0 3/4CH 2 CI 2 : C 55.11. H 6.02. N 
12.48. Found: C 55.34. H 6.05. N 12.14. 
5 EXAMPLE 64 

1-(1-f2.r4-(6-Amino-ovridin-2-vl)-Dhenvl1-ethvl}-DiDeridin-4-vl)-3-benzv>-urea: 
Prepared as in Example 1 , using 4-(benzylureido)-piperidine. in 24% yield, mp 1 20°C 
(dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .42 (m, 2H), 1 .93 (m, 2H), 2. 1 6 (m. 2H), 2.58 (m, 2H), 
10 2.7-2.9 (m, 4H), 3.60 (m, 1H), 4.32 (d, J = 5, 2H), 4.48 (bs, 2H, NH). 4.90 (m, 1H), 
6.41 (d,J = 8. 1 H), 7.03 (d. J = 7, 1H), 7.1-7.3 <m,7H). 7.46 (t,J = 8, 1H). 7.81 (m, 
2H). 

13 C-NMR (CDCI,, 6): 32.7, 33.4. 44.5, 47.1, 52.3. 60.2. 106.9, 110.8. 
126.9, 127.3, 127.5. 128.6, .128.9, 137.7. 138.6. 139.2. 140.6, 156.0, 157.5. 
15 158.2. 

MS (%): 430 (parent* 1. 10). 155 (50). 135 (28), 119 (100), 103 (55). 
Anal. Calc'd. for C 2e H 3 ,N B 0 2HCIH 2 0: C 60.00, H 6.78. N 13.45. Found: 
C 60.23, H 6.57, N 13.29. 

EXAMPLE 65 

20 N-(1-f2-l4-(6-Amino-nvridin-2-vn-p henvl1-ethvl}-DiDeridin-4-vl)-2-(4-fluoro- 
ohenvD-acBtamide : Prepared as in Example 1 , using 4-((4-fluorophenyl)acetamido)- 
piperidine, in 35% yield, mp 170°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .37 <m, 2H), 1.88 (m, 2H), 2.14 (m, 2H), 2.59 (m, 2H), 
2.77 (m, 2H), 2.83 (m, 2H), 3.50 (s, 2H). 3.79 (m, 1H), 4.46 (bs, 2H, NH), 5.23 (d, 

25 J = 7, 1H),6.42(d,J = 8. 1H), 7.02 (m. 3H). 7.2-7.3 (m. 5H), 7.46 (dd. J = 7.8. 1H), 
7.81 (m, 2H). 

13 C-NMR (CDCI,, 6): 32.0, 33.5, 43.0, 46.5, 52.2, 60.2. 106.9. 110.7. 
1 15.7. 115.95, 126.8, 128.9, 130.8, 130.9, 137.6, 138.3, 140.7, 156.0, 158.2, 
170.0. 

30 MS (%): 433 (parent+1. 70). 155 (48), 119 (100), 103 (61). 

Anal. Calc'd. for C 2e H 29 N 4 0F 2HCI 3/4H 2 0: C 60.17, H 6.31. N 10.80. 
Found: C 60.56, H 6.24. N 10.75. 
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EXAMPLE 66 

f2-f4-(6-Amino-Dvridin-2-vn-Dhflnvll-ethv»}-(8-a7 a -bicvnlnfa 2.1lnrt-a- Y f) . 
amine.: Prepared as in Example 1 , using N-benzyl-(8-aza-bicyclo r 3.2. 1 Joct-3-yl)-amine 
followed by debenzylation using ammonium formate and 10% palladium-on-carbon 
5 in ethanol, in 71% yield, mp 170°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI,. 6): 1 .24 <m, 2H), 1 .58 (m, 2H). 1 .7-1.9 (m, 4H), 2.7-2.9 (m, 
4H). 3.54 (m, 2H), 4.10 (m, 1H), 4.49 (bs, 2H. Nil). 6.41 (d. J =8, 1H), 7.04 (d, 
J = 7, 1H), 7.2-7.3 (m. 2H). 7.46 (m, 1H), 7.82 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 29.1,36.4,40.7.47.9,19.0.54.2, 106.9,110.8. 
10 126.9. 128.9. 137.7, 138.4, 140.5, 156.0. 158.2. 

MS <%): 323 (parent+1, 66), 199 (55), 133 (81), 110 (100). 
Anal. Calc'd. for C J0 H M N 4 2HCI 2H 2 0 1 /4CH 2 CI 2 : C 53.73, H 7.24. N 12.38. 
Found: C 53.48, H 7.23. N 12.04. 

EXAMPLE 67 

15 g-f4-[2-(4-Arr|inQ-PtPeridin-1-vl)-ethvl1-nhenvll-nvririi rt -7. Y l a mf nf ,. p,o pg ,oH < ^ 
in Example 1 , using 4-(t-butoxycarbonylamino)-piperidine followed by deblocking with 
trifluoroacetic acid in methylene chloride at room temperature, in 100% yield, mp 
1 90- 1 9 5 0 C as the trif luoroacetate salt. 

'H-NMR (TFA salt, CDCI 3 , 6): 1.99 (m. 2H), 2.28 (m, 2H>, 3.17 (m, 4H). 
20 3.41 (m, 2H), 3.50 (m. 1H). 3.78 (m, 2H), 6.96 (d, J = 8, 1H). 7.14 (d, J = 7, 1H). 
7.52 (m, 2H). 7.78 (m, 2H), 7.95 (dd, J = 7,8, 1H). 

,3 C-NMR (CDCI 3 , 6): 28.5, 31.1. 46.7, 46.8, 51.9, 112.0. 112.9, 128.9. 
131.1. 132.3, 141.3, 145.8, 148.1. 156.8. 

MS (%): 297 (parent+1, 100), 197 (50), 133 (52). 
25 Anal. Calc'd. for C 18 H 24 N 4 3(C 2 HF 3 0 2 ) H,0: C 43.91 , H 4.45, N 8.53. Found: 

C 43.82, H 4.11, N 8.48. 

EXAMPLE Sfi 

4-Amino-1-f2-r4-(6-amino-Dvridin-2-vl)-nhenvn-flthvl}- pi D eridinfl-A- P ? rhnv Y ii tr 
acid morpholine-amide : Prepared as in Example 1, using 4-amino-piperidine-4- 
30 carboxylic acid morpholine-amide. in 13% yield, mp >280°C as the hydrochloride 
salt. 
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'H-NMR <CDCI 3 , 6): 2.2-2.4 (m, 4H), 2.57 (m, 2H), 2.79 (m r 2H), 2.8-2.9 (m, 
4H), 3.5-.37 (m, 8H), 4.48 (bs, 2H), 6.41 (d. J = 8, 1H), 7.04 (d, J = 7, 1H), 7.24 
<m, 2H). 7.46 (t, J =8, 1H), 7.81 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 33.4, 34.0. 37.0. 56.4. 49.9. 60.3. 61 .3, 67.1 . 1 06.9, 
5 110.7, 126.8. 128.9, 137.0, 138.3. 156.0, 158.2 (carbonyl carbon not visible in 
this scan). 

MS (%): 410 (parent+1. 12>, 242 (100) 

not - Anal. Calc'd. for C M H 29 N 5 0 2HCM/2H 2 0 3/4CH 2 CI 2 : C 55.1 1, H 6.02, 
N 12.48. Found: C 55.34, H 6.05, N 12.14. 
10 EXAMPLE 69 

4-Amino-1-f 2-l4-(6-amino-Dvridin-2-vl)-phenvll-ethvl>-piDeridine-4-carboxvlic 
acid ovrrolidine-amida : Prepared as in Example 1 , using 4-amino-piperidine-4- 
carboxylic acid pyrrolidine-amide. in 39% yield, mp 220°C (dec.) as the 
hydrochloride salt. 

1 5 'H-IMMR (CDCI3, 6): 1 .8 (bs, 6H), 2.51 (m, 4H), 2.59 (m, 2H), 2.79 (m, 2H), 

3.4-3.6 (m. 4H). 3.8 (bs, 4H),4.51 (bs, 2H), 6.39 (d, J = 8, 1H),7.02 (d,J = 7, 1H). 
7.22 (m. 2H), 7.46 (t, J = 8, 1H), 7.80 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 33.4, 35.6, 45.4, 48.0, 59.8, 56.1. 60.4. 106.9, 

110.7, 126.8, 128.9, 137.6. 138.3. 141.0, 156.0, 158.2, 173.8. 

20 FAB MS (%): 394 (parent + 1, 28), 197 (38), 149 (63), 133 (100). 

Anal. Calc'd. for C 23 H 31 N 5 0HCM/4H 2 O CH 2 CI 2 : C 55.50, H 6.64. N 13.48. 
Found: C 55.79, H 6.85, N 13.10. 

EXAMPLE 70 

6-f4-l2-(3-Amino-ovrrolidin-1-vl)-et hvl1-phenvl}-Dvridin-2-vlamine: Prepared 
25 as in Example 1, using 3-(t-butoxycarbonylamino)-pyrrolidine followed by 
deprotection using trifluoroacetic acid in methylene chloride at room temperature, in 
92% yield, mp 135°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1.4-1.5 (m, 3H), 2.16 (m, 1H), 2.37 (m, 1H). 2.52 (m, 
1H), 2.7-2.9 (m. 6H). 3.51 (m, 1H),4.53 (bs, 2H, NH), 6.42 (d, J = 8, 1H), 7.05 (d, 
30 J = 7, 1H). 7.27 (m. 2H), 7.47 (t, J = 8. 1H). 7.84 (m, 2H>. 

,3 C-NMR (CDCI 3 , 6): 35.2,35.3,51.0.53.3,58.0.64.1,106.8.110.7. 

126.8. 128.8, 137.6, 138.3, 141.0, 156.1, 158,2. 

MS (%): 283 (parent+1, 100), 197 (37), 99 (75). 
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Anal. Calc'd. for C, 7 H 22 N 4 3HCI H 2 0: C 49.83, H 6.64, N 13.67. Found: C 
49.94, H 6.89, N 13.29. 

EXAMPLE 71 

1 -f3-{2-r4-(6-Amino-Dvridin-2-vl)-phenvl1-ethvlamino}-8-aza-bicvclor3.2. 1 loet- 
5 8-vl)-2-(4-fluoro-phanvl)-ethanone : Prepared as in Example 1 , using 1-amino-8-aza- 
bicyclo[3.2.1loct-8-yl)-2-(4-fluoro-phenyl)-ethanone, in 23.5% yield, mp 170°C 
(dec.) as the hydrochloride salt. 

'H-NMR (CDCIj, 6): 1.12 (m, 1H), 1 .39 (m, 1H), 1.61 (m, 2H), 1.84 (m,4H). 
2.79 <m, 4H), 2.97 (m, 1 H), 3.56 (dd, J = 1 5,35, 2H), 4. 1 65 (m, 1 H>, 4.49 (bs, 2H, 
10 NH), 4.68 (m, 1H), 6.42 (d, J = 8, 1H), 6.96 (m. 2H), 7.04 (d, J = 8. 1H), 7.1-7.3 
(m, 4H>. 7.47 (t, J = 8. 1H). 7.83 (m, 2H). 

,3 C-NMR (CDCI 3 . 6): 27.2. 28.9, 36.3. 38.3. 39.9, 40.4. 47.9, 48.9. 51.1, 
54.4, 107.0, 110.8, 115.3, 115.5, 127.0. 128.9, 130.3, 131.0, 137.9, 138.4, 
140.2, 155.9. 158.2, 162.9. 166.2. 
15 MS (%): 459 (parent+1, 27), 133 (98), 110 (100). 109 (30). 

Anal. Calc'd. for C 28 H 31 N 4 0F2HCI3/4H 2 0: C 61.70, H 6.38, N 10.28. 
Found: C 61.82. H 6.43. N 10.1 1. 

EXAM PIE 72 

1-(1-(2-f4-(6-Amino-ovridin-2-vl)-phenvn-ethvl)-D vrrolidin-3-vl)-3-phenvl-urea: 
20 Prepared from Example 73, using phenylisocyanate, in 53.5% yield, mp 130°C 
(dec.) as the hydrochloride salt from methylene chloride/ether. 

'H-NMR (CDCI 3 , 6): 1 .64 (m, 1 H), 2.22 (m, 2H), 2.46 (m, 1 H), 2.69 (m, 2H), 
2.79 (m, 4H), 2.97 (m, 1H), 4.25 (bs, 1H, NH). 4.54 (bs. 2H, NH), 5.94 (bs, 1H. 
NH), 6.40 (d, J =8, 1H), 6.9-7.0 (m, 3H), 7.2-7.3 (m, 5H), 7.46 (t, J = 8, 1H>, 7.80 
25 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 32.3, 34.7. 49.4. 53.1, 57.3, 61.0. 107.1, 110.8. 
119.9, 122.8. 126.9, 128.8. 129.0. 137.6. 138.5, 139.3, 140.6, 155.8, 156.0, 
158.4. 

MS (%): 402 (parent+1. 97), 197 (48). 155 (48), 133 (100). 119 (78). 103 

30 (48). 

Anal. Calc'd. for C 24 H 27 N B C-2HC1 1 /2C 4 H 10 0 1/2CH 2 CI Z : C 57.46, H 6.37, N 
12.64. Found: C 57.74, H 6.35. N 12.44. 
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EXAMPLE 73 

1-t1-{2-f4-(6-Amino-Dvridin-2-v»- DhenvH-ethvl}-Dvrrolidin-3-vl)-3-benzvl-urBa: 
Prepared from Example 73. using benzylisocyanate, in 42% yield, mp 90°C (dec.) 
as the hydrochloride salt from methylene chloride/ether. 
5 ^-NMR (CDCI,, 6): 1.65 <m, 1H), 2.19 (m, 2H), 2.45 <m, 1 H), 2.6-2.8 (m. 

6H), 2.95 (m, 1H), 4.17 <m, 1H), 4.28 (d, J = 6. 2H), 4.52 (m, 2H. Nfcl>, 5.27 (m, 
1H). 6.40 <d, J = 8. 1H), 7.01 <d, J-7. 1H), 7.2-7.3 (m, 7H), 7.45 (t. J = 8, 1H), 
7.79 <m. 2H). 

13 C-NMR (CDCI 3 , 6): 32.4. 34.7, 44.3, 49.7, 53.0, 57.2, 61.0, 107.0. 
10 110.7, 126.8, 127.1, 127.5, 128.5, 128.8, 137.6, 138.4, 139.5, 140.5. 155.9, 
157.8, 158.2. 

MS <%): 416 <parent+1. 100), 197 (52). 133 (63). 119 (55), 91 (65). 
Anal. Calc'd. for C 21 H„N s O-2HCI 1/2C 4 H 10 0 1/2CH a CI 2 1/2H 2 0: C 57.25, H 
6.64, N 12.14. Found: C 56.93. H 6.64, N 1 1.74. 
15 EXAMPLE 74 

1-(1-/2-f4-(6-Amino-Dvridin-2-vl)-phenvn-ethvl)-ovrrolidin-3-vn-3-evclohBxvl- 
urea : Prepared from Example 73, using cyclohexylisocyanate, in 27% yield, mp 
120°C (dec.) as the hydrochloride salt from methylene chloride/ether. 

'H-NMR (CDCI3, 6): 1 .02 (m, 3H), 1 .26 (m, 3H), 1 .50 (m, 1 H), 1 .60 (m, 3H), 
20 1.83 (m, 2H), 2.56 (m, 1H), 2.69 (m, 2H). 2.79 (m, 2H), 2.91 (m, 1H), 3.47 (m. 
1H), 4.18 (m, 1H), 5.50 (m, 1H), 6.38 (d. J=8, 1H), 6.99 (d, J = 7, 1H), 7.19 (m, 
2H), 7.42 (d, J = 8, 1H). 7.79 (m, 2H). 

,3 C-NMR (CDCI3. 6): 25.0, 25.6. 32.3. 33.9, 34.7, 48.7, 49.4, 53.1 , 57.5, 
61.1, 107.0, .110.6, 126.9, 128.8, 137.7. 138.3, 140.4, 155.8, 157.4, 158.4. 
25 MS (%): 408 (parent+1. 95). 309 (62), 197 (100). 133 (61). 

Anal. Calc'd. for C 2 4H 33 N B 0 2HCI 1/2C 4 H no O 1/2CH 2 CI 2 -5/4H 2 0: C 54.64. H 
7.53. N 12.02. Found: C 54.52. H 7.28. N 12.00. 

EXAMPLE 75 

{2-f4-(6-Amino-Pvridin-2-vn-Dhenvl1-ethvl)-(8-mathvl-8-aza-bi cvclor3.2.11oct- 
30 3-vl)-amine : Prepared as in Example 1 , using (8-methyl-8-aza-bicyclo[3.2. 1 ]oct-3-yl)- 
' 2-amine, in 27% yield, mp 98 °C (dec.) as the hydrochloride salt from ether. 
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'H-NMR <CDCI„ 6): 0.9-1.9 (multiplets. 8H), 2.49 (s, 3H). 2.8-3.0 <m, 6H), 
3.25 <m. 1H). 3.49 (bs, 2H. NHJ, 6.42 (d, J = 8, 1H). 7.02 (d, J = 7, 1H). 7.23 (m, 
2H). 7.46 <t, J = 8, 1H), 7.81 (m, 2H>. 
MS (%): 337 (parent + 1, 100). 
5 Anal. Calc'd. for C 2 ,H 28 N 4 3HCI5/2H 2 0 1/4C 4 H 10 0: C 51.87, H 7.62, N 

11.00. Found: C 51.87, H 7.58, N 10.98. 

EXAMPLE 76 

f2-r4-(6-Amino-Pvridin-2-vl)-DhBnvll-Bthvl\-(3-bpn y vi -3-aza-hinvfflof3.1.0lhB». 
6-Yl)-amine : Prepared as in Example 1 , using 3-benzyl-3-aza-bicyclor3. 1 .0]hex-6- 
10 amine, in 19% yield, as a tan solid, as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .42 (m, 2H). 2.38 (m, 2H), 2.51 (m, 1 H). 2.84 (m, 2H). 
2.94 (m. 4H), 3.55 (s, 2H), 4.52 (bs. 2H, NHJ. 6.41 (d, J = 8, 1H). 7.04 (d, J = 8. 
1H). 7.2-7.3 (m. 7H), 7.46 (t, J = 8, 1H), 7.83 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 24.3. 35.7. 38.7, 50.5, 54.4, 59.1, 106.9. 110.7, 
15 126.8, 126.9. 128.2, 128.6, 128.9; 137.7. 138.4, 139.5, 140.4, 156.0, 158.2. 
MS (%): 385 (parent+1, 20), 155 (64), 119 (100). 

not - Anal. Calc'd. for C„H 31 N 5 0 HCI 1/4H 2 0 CH 2 Cl a : C 55.50, H 6.64, N 
13.48. Found: C 55.79, H 6.85, N 13.10. 

EXAMPLE 77 

20 (2-f4-(6-Amino-pvridin-2-vl)-Dh B nvn.«thvn-r8-f4-fi U O r 0 -b B nrvn-B- fl T f . 
b'CYClo>3.2 T 1 lQCf3-Yll-amin6: Prepared as in Example 1 , using 8-(4-fluoro-benzyl)-8- 
aza-bicyclo[3.2.1Joct-3-amine, in 22% yield, mp 190°C (dec.) as the hydrochloride 
salt. 

'H-NMR (CDCI3. 6): 1 .43 (m, 2H), 1 .52 (m, 2H), 1 .70 (m. 2H). 1 .95 (m. 2H), 
25 2.7-2.8 (m, 5H). 3.14 (m, 2H), 3.50 (s. 2H). 4.49 (bs, 2H, NHJ, 6.41 (d, J =8, 1H). 
6.94 (m. 2H), 7.04 (d. J = 8, 1H), 77.24 (m. 2H), 7.30 (m, 2H), 7.46 (t, J = 8, 1H), 
7.83 (m, 2H). 

,3 C-NMR (CDCI3, 6): 27.0, 36.4, 38.3, 48.0, 48.9. 54.8, 58.3, 106.9, 
110.7. 114.7, 114.9, 126.7. 126.8, 126.9. 128.9, 129.8, 129.9, 135.9, 137.8, 
30 138.3. 140.6. 156.0, 158.2,. 160.5, 162.9. 

MS (%): 431 (parent+1, 44), 218 (56), 109 (100). 

Ana/. Calc'd. for C„H 3 ,N 4 F3HCr3/2H 2 0: C 57.20, H 6.58, N 9.88. Found: 
C 57.30, H 6.91, N 9.56. 
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EXAMPLE 78 

/2-f4-(6-Amino-Dvridin-2-vl)-DhBnvll-ethvl>- r8-(4-chloro-benzvl)-8-Hyfl- 
bicvc»of3.2.1 loct-3-vil-aminfl: Prepared as in Example 1 , using 8-(4-chloro-benzyl)-8- 
aza-bicyclo[3.2.1 Joct-3-amine, in 29% yield, mp 198°C (dec.) as the hydrochloride 
5 salt. 

'H-NMR (CDCIj, 6): 1 .42 (m. 2H), 1 .52 <m, 2H), 1 .68 (m, 2H), 1 .94 (m, 2H), 
2.8-2.9 (m, 5H), 3.13 (bs, 2H), 3.49 (s, 2H), 4.53 (bs. 2H, Nil), 6.40 (d, J = 8, 1H), 
7.03 (d, J = 7, 1H>, 7.2-7.3 (m, 7H), 7.45 (t, J = 8, 1H), 7.82 <m, 2H). 

"C-NMR (CDCI 3 . 6): 24.0, 36.2. 37.9. 47.9, 49.0, 54.8, 58.1, 107.0, 
10 110.7, 126.8, 127.0, 128.2, 128.3. 128.9, 129.8. 130.0, 132.2. 137.8, 138.4. 
138.7, 140.4, 156.0, 158.2. 

MS (%): 447 (parent+1, 45), 234 (54), 125 (100). 

Anal. Calc'd. for C 27 H 3 ,N 4 CI 3HCI 1/2H 2 0: C 57.36, H 6.24, N 9.91 . Found: 
C 57.27, H 6.44, N 9.57. 
15 EXAMPLE 79 

4-Amino-1-{2-r4-(6-amino-Dvridin-2-vh-nhen vll-ethvl}-nioeridine-4-carboxvlic 
acid ohenethvl-amide: Prepared as in Example 1, using 4-amino-piperidine-4- 
carboxylic acid phenethyl-amide, in 12% yield, mp 215-219°C (dec.) as the 
hydrochloride salt. 

20 'H-NMR (CDCI 3 , 6): 1 .31 (m. 2H), 1 .80 (bs, 2H), 2.25 (m, 4H), 2.62 (m, 2H). 

2.8-3.0 <m. 6H), 3.48 (m, 2H), 4.49 (bs, 2H, Nfcl), 6.41 (d, J = 8. 1H), 7.04 (d, J = 7, 
1H), 7.2-7.4 (m, 7H), 7.46 (t, J = 8, 1H), 7.82 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 33.4, 35.0, 35.8, 40.4, 49.0, 55.2, 60.4, 106.9, 
110.7, 126.4. 126.8, 128.5. 128.8, 128.9, 137.6. 138.3, 139.1, 140.9, 156.0, 
25 158.2, 176.9. 

MS (%): 444 (parent+1, 15), 197 (54), 133 (100). 

Anal. Calc'd. for Cj 7 H 33 N 5 0 3HCI: C 58.65, H 6.56, N 12.66. Found: C 
58.29. H 6.97, N 12.28. 

EXAMPLE 8Q 

30 3-l2-r4-(6-Amino-Pvridin-2-vl)-Dhenvl1-ethvlamino^-pvrr olidine-1-carboxvlic 
acid phenvlamide: Prepared as in Example 1 , using 3-amino-pyrrolidine-1 -carboxylic 
acid phenylamide, in 8% yield, mp 130°C (dec.) as the hydrochloride salt from ethyl 
ether. 
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'H-NMR <CDCI 3 . 6): 1 .64 (m, 1 H), 2.20 <m, 2H), 2.46 <dd, J = 3.7, 1 H). 2.66 
<m, 2H), 2.78 <m, 4H). 2.97 (m, 1H). 4.25 <bs, 1H, NFj), 4.53 <bs, 2H, NHJ, 5.85 
<d, J = 7, 1H), 6.40 (d, J = 8, 1H), 6.9-7.0 <m, 3H), 7.2-7.3 <m, 5H), 7.46 (t, J = 8, 
1H), 7.79 (m, 2H). 

5 ,3 C-NMR (CDCI 3 , 6): 32.4. 34.8. 49.6. 53.1. 57.3. 61.0. 107.1, 110.8, 

120.0, 122.9, 126.9. 128.8. 129.0, 137.6. 138.4, 139.2, 140.7, 155.6, 156.0. 
158.3. 

MS (%): 402 (parent+1, 100), 283 (20), 264 (18). 

Anal. Calc'd. for C 24 H 27 N s O 2HCIH 2 0 C 4 H ia O: C 59.36, H 7.29, N 12.36. 
10 Found: C 59.34, H 6.69, N 12.59. 

EXAMP1 F B1 

(3-l2-f4-(6-Amino-Dvridin-2-vl)-nhftnv|l.ethvlamin o ).nvrroliriin-1- v |).phen V l- 
metfrgnpne : Prepared as in Example 1, using 3-amino-pyrrolidin-l-yl-phenyl- 
methanone, in 10% yield, mp 130°C (dec.) as the hydrochloride salt from ethyl 
15 ether. 

'H-NMR (CDCI 3 , 6): 1.71 (m. 1H). 1.98 and 2.13 (multiplets. 1H). 2.7-3.0 
(m, 3H). 3.2-3.8 (multiplets, 6H), 4-51 (bs. 2H. NH), 6.42 (d, J = 8. 1H), 7.04 (t, 
J = 7, 1 H), 7.20 (d, J = 8, 1 H). 7.26 (m, 1 H), 7.38 <m, 3H), 7.46 (m, 3H), 7.83 (m, 
2H). 

20 ,3 C-NMR (CDCI,, 6): 30.8. 32.5, 36.0, 44.7, 47.8. 49.2, 49.3. 52.1 , 55. 1 , 

56.3, 57.9, 107.0, 110.75, 127.0, 127.1. 128.2, 128.3. 128.9, 129.9. 137.9. 
138.4, 140.0. 155.8, 158.2, 169.8. 

MS (%): 387 (parent+1, 75), 155 (44), 119 (100), 105 (60). 
Anal. Calc'd. for C^H^^OHCM^CH.CUC.H^O: C 63.44. H 7.10. N 
25 10.38. Found: C 63.33, H 6.72, N 10.39. 

EXAMPLE 82 

6-f4-f2-(1-Benzvl-Dvrrolidin-3.vlamin o )-ethvll-nhgnvH.Dvririin-2-vlaminR ; 
Prepared as in Example 1, using 1-benzyl-pyrrolidin-3-ylamine. in 27% yield, mp 
145°C (dec.) as the hydrochloride salt. 
30 'H-NMR (CDCI,. 6): 1 .49 (m, 1 H), 2.08 (m. 1 H), 2.26 (dd, J = 5.9. 1 H), 2.73 

(m, 1 H), 2.8 1 (s. 4H), 3.29 (m. 1 H), 3.56 (AB„. J = 1 9, Dn = 1 3, 2H), 4.52 (bs. 2H, 
NH). 6.39 (d. J = 8. 1H), 7.04 (d. J = 7, 1H), 7.28 (m, 7H), 7.45 (t, J = 8, 1H), 7.83 
(m, 2H). 
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,3 C-NMR (CDCI3, 6): 32.1, 36.3, 49.5, 53.0, 57.3. .60.5, 60.7, 106.9, 

110.7. 126.88. 126.94, 128.2. 128.8, 128.9, 137.8, 138.3, 139.0. 140.5, 156.0. 
158.3. 

MS (%): 373 (parent* 1, 100), 155 (35), 119 (78), 103 (35). 
5 Anal. Calc'd. for C 24 H 28 N 4 -3HC1 1 /2H 2 0: C 58.72, H 6.57, N 1 1 .41 . Found: 

C 58.37, H 6.67, N 11.23. 

EXAMPLE 63 

N-t8-{2-t4-(6-Amino-Dvridtn-2-vl)-Dhenvll-ethvl>-8-aza-bicvcl of3.2.11oct-3-vl)- 
benzamide : Prepared as in Example 1 , using 8-aza-bicycio[3. 2.1 ]oct-3-yl)-benzamide, 
10 in 29% yield, mp 21 1 °C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .67 (m, 2H), 1 .78 (m, 2H). 1 .92 (m, 2H), 2.00 (m, 2H), 
3.39 (m. 2H), 4.36 (m, 1H>, 4.47 (bs. 2H, Nfct), 5.96 (d, J = 8, 1H), 6.42 <d. J = 8. 
1H), 7.04 (d. J = 8, 1H), 7.26 (m, 2H), 7.40 (m. 2H). 7.47 (m, 2H), 7.70 (m, 2H), 
7.82 (m, 2H). 

15 "C-NMR (CDCI3, 6): 26.4, 35.4, 37.65, 41.6. 53.8, 59.2, 106.9, 110.7, 

126.8, 128.5 .,128.9, 131.4, 134.7. 137.7. 138.3. 140.7. 156.0, 158.2, 166.7. 
MS (%): 427 (parent+1, 100). 

Anal. Calc'd. for C 27 H 30 N 4 O 2HCI H 2 0: C 62.67, H 6.62. N 10.83. Found: 
C 62.85, H 6.57, N 10.52. 
20 EXAMPLE 84 

{2-f4-(6-Amino-pvridin-2 -vl)-phenvll-ethvl}-(3-benzvl-3-aza-bicvclof3.3.1lnon- 
9-vl)-amine : Prepared as in Example 1, using (3-benzyl-3-aza-bicyclo[3.3.1]non-9-yl)- 
amine, in 24% yield, mp 190°C (dec.) as the hydrochloride salt, as a mixture of 
endo and exo isomers. 
25 'H-NMR (CDCI 3 . 6): 1.44 (m, 2H). 1 .76 (m, 4H), 2.37 (m, 2H>, 2.55 (m, 2H), 

2.86 (s, 4H), 2.94 (m, 2H), 3.28 and 3.27 (singlets, 2H. endo and exo isomers in 
roughly 1:1 ratio, N-benzyl CH 2 group). 4.47 (bs. 2H. NH). 6.44 (dd, J = 2,8, 1H), 
7.07 (dd. J = 3,7. 1H), 7.1-7.3 (m, 7H), 7.47 (dt. J = 2,8. 1H), 7.86 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 21.2, 24.5, 32.3. 33.0, 47.8, 53.1, 60.2, 63.5. 63.8, 
30 106.9, 110.7. 126.2, 126.6. 126.9, 128.1, 128.2, 128.6, 128.7, 128.9, 129.0, 
" 138.3,139.0,141.0.158.0,159.0. 

MS (%): 427 (parent+1, 68), 91 (100). 
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Anal. Calc'd. for C n H M N 4 -3HCM/2H,0: C 61.71. H 7.03, N 10.28. Found: 
C 61.86, H 7.19, N 9.97. 

EXAMPLE 85 

N-(8-{2-r4-(6-Aminp-0Yri^^ 

5 2-(4-f|upro-ph9nvl)-acgtprpitifl: Prepared as in Example 1, using 8-aza- 

bicyclo{3.2.1]oct-3-yl)-2-(4-fluoro-phenyl)-acetamide, in23%yield.mp160°C(dec.) 
as the hydrochloride salt. 

'H-NMR <CDCI 3 , 6): 1 .49 <m, 2H), 1 .69 (m. 2H), 1 .76 (m, 2H), 1 .93 (m, 2H), 
2.58 <m, 2H), 2.81 (m, 2H), 3.33 (bs, 2H). 3.44 (s, 2H), 3.49 (s, 1H>, 4.13 (m, 1H), 
10 4.49 (bs, 2H. NHJ, 6.41 (d, J =8. 1H), 7.01 (m, 3H>. 7.21 (m, 4H). 7.45 (t, J = 8, 
1H), 7.81 (m. 2H). 

,3 C-NMR (CDCI,. 6): 26.1, 35.1, 37.6, 37.8, 41.0, 42.9, 52.9, 54.0. 59.4, 
107.0, 110.7, 115.7, 115.9, 126.9, 127.3, 128.9, 129.0, 129.4, 130.9. 137.8. 
138.4,140.3,155.9,158.2,170.1. 
15 MS (%): 459 {parent-!- 1. 100), 197 (21). 119 (31). 103 (36). 

Anal. Calc'd. for C M H„N 4 FO 2HCI 1/2H 2 0: C 62.22, H 6.34, N 10.37. 
Found: C 61 .99, H 6.50, N 10.01 . 

EXAMPLE flfi 

6-{4-f2-(3-Amino-piperid.in-1-vl)-ethvlT-r)henvn-DvriHin-9-Yf f . f r t i^ f . Preparedas 
20 in Example 1, using 3-(t-butbxycarbonylamino)-piperidine, in 100% yield following 
condensation with (6-amino-pyridin-2-yl)-phenyl]-2-chloroethane and deblocking with 
trifluoroacetic acid in methylene chloride, mp 1 50 °C (dec.) as the hydrochloride salt. 

1 H-NMR (CDCI 3 , 6): 1.20 (m, 1H). 1.42 (m, 1H), 1.62 (m, 1H), 1.85 (m. 1H), 
2.31 (td. J = 2,9, 1H), 2.51 (m, 2H), 2.79 (m. 2H), 2.86 (m, 3H). 3.08 (m, 1H), 4.52 
25 (bs, 2H, NHJ. 6.39 (dd, J = 1 .8, 1 H). 7.02 (. dd, J = 1 ,7, 1 H), 7.23 (m, 2H), 7.44 (td, 
J= 1,8, 1H). 7.81 (m, 2H). 

,3 C-NMR (CDCI 3 , 6): 25.1, 31.8. 36.3, 46.6, 48.1, 52.4, 54.75, 106.9, 
110.7, 126.9. 128.9. 137.7. 138.3, 140.5. 156.0, 158.2. 

MS (%): 297 (parent* 1, 57). 135 (40), 119 (100), 103 (62). 
30 Anal. Calc'd. for C 19 H 24 N 4 3HCI H 2 0 1/2CH 2 CI 2 : C 51.70, H 6.80, N 13.03. 

Found: C 51 .90. H 6.64, N 12.59. 
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EXAMPLE 87 

N-(3-f2-t4-(6-Amino-Dvridin-2-vn-phenvll-ethvl) -3-a2a-bicvc»or3.3.1lnon-9.v»- 
benzamide. anti-isomer : Prepared as in Example 1 , using 3-aza-bicyclo[3.3. 1 ]non-9- 
yl)-benzamide, anti-isomer, in 18% yield, mp 185°C (dec.) as the hydrochloride salt. 
5 'H-NMR (CDCI,, 6): 1.35 (m, 1H). 1.71 (m, 4H). 1.95 (m, 2H). 2.4-2.5 (m. 

5H), 2.79 (m, 2H), 3.04 (m, 2H). 4.10 (m, 1H), 4.53 (bs, 2H, NH). 6.41 (dd, J-1,8, 
1 H), 6.42 <m, 1 H), 7.05 (dd, J = 1 ,7, 1 H), 7.25 (m, 2H), 7.4-7.5 (m, 4H), 7.75 (m, 
2H), 7.84 (m, 2H). 

,3 C-NMR (CDCI 3 , <J): 20.6.25.3, 32.9, 33.5, 51 .4, 59.5, 59.9, 106.8. 1 1 0.6, 
10 126.6, 126.8, 128.6, 158.9, 131.3, 135.1, 137.3, 138.3. 141.5, 156.1, 158.2. 
166.9. 

MS (%): 441 (parent+1, 41). 149 (75), 119 (100). 

Anal. Calc'd. for C M H 32 N 4 0 2HCI 1/2H 2 0 1/4{C 4 H 10 0): C 64.38. H 6.99, N 
10.36. Found: C 64.49. H 6.43. N 9.91. 
15 EXAMPLE 88 

N-(3-f 2-l4-(6-Amino-Pvridin-2-vl)-phenvll-ethvl}-3-aza-bicvcl of3.3. 1 lnon-9-vl)- 
benzamide. svn-isomer : Prepared as in Example 1 , using 3-aza-bicycloI3.3. 1 ]non-9- 
yl)-benzamide, syn-isomer, in 9% yield, as a hygroscopic solid as the hydrochloride 
salt. 

20 'H-NMR (CDCIj, 6): 1 .37 (m, 1H), 1 .81 (m. 4H), 2.00 (m, 2H), 2.33 (m, 1H), 

2.51 (m, 4H), 2.83 (m, 4H), 4.04 (m, 1 H), 4.48 (bs, 2H, NH), 6.42 (dd. J = 1 ,8, 1 H). 
7.05 (dd, J = 1 ,7. 1 H), 7.24 <m, 2H), 7.4-7.5 (m, 4H), 7.74 (m. 2H). 7.82 (m, 2H). 

13 C-NMR (CDCI3, 6): 20.3. 31.9. 33.4, 33.7, 50.8, 53.8. 60.5, 107.1, 
110.7. 126.7, 126.8, 128.6, 128.9, 131.3. 135.1, 137.0, 138.6, 141.4, 155.6. 
25 158.1, 166.6. 

MS (%): 441 (parent+1, 5). 391 (10). 167 (23), 149 (100). 
Anal. Calc'd. for C ae H 32 N 4 0 HCI 1/2CH 2 CI 2 1/2(C 4 H 10 O): C 65.82, H 7.06, N 
10.07. Found: C 66.20, H 6.80, N 10.10. 

EXAMPLE 89 

30 6-{4-f2-(4-Benzhvdrvl-oipera2in-1-vH-ethvll-ohenvl}- Dvridin-2-vlamine : 
Prepared as in Example 1, using 4-benzhydryl-piperazine, in 54% yield, mp 170°C 
(dec.) as the hydrochloride salt. 
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'H-NMR (CDCI,, 6): 2.45 (m, 4H). 2.56 (m. 4H), 2.61 <m, 2H). 2.82 (m, 2H). 
4.24 (s, 1H), 4.54 (bs, 2H. Ntl), 6.37 (d. J = 8, 1H), 7.04 <d, J = 8, 1H), 7.19 <m f 
2H), 7.26 (m, 6H), 7.42 <m, 5H), 7.85 <m, 2H>. 

,3 C-NMR (CDCI,. 6): 33.4, 51.9, 52.0. 53.5. 60.4. 106.8. 110.6. 126.8, 
5 126.9. 128.0, 128.5. 128.9. 137.6, 138.3, 141.0, 142.8, 156.0, 158.3. 
MS (%): 449 (parent+1, 17), 253 <12). 167 (100). 149 (14). 
Anal. Calc'd. for C 30 H 32 N 4 2HCI 1/4CH 2 CI 2 : C 66.94, H 6.41, N 10.32. 
Found: C 66.57, H 6.22, N 10.17. 

EXAMPLE 90 

1 ° 6-f4-f2-(4-BenzhvdrYl-piperidin-1-vl)-Bthvn-nhe n vlUovridin-3-vlamin B ; 
Prepared as in Example 1, using 4-benzhydryl-piperidine, in 24% yield, mp 175°C 
(dec.) as the hydrochloride salt. 

'H-NMR (CDCIj, 6): 1 .32 (m. 2H), 1.56 (m, 2H), 2.1 1 (m, 2H), 2.14 (m. 1H), 
2.61 (m. 2H), 2.83 (m, 2H), 2.99 (m, 2H). 3.50 (d. J = 1 1, 1H). 4.46 (bs, 2H, NH), 
15 6.41, (dd, J = 0.5.8, 1H), 7.04 (dd, J =0.5,7.5, 1H), 7.14 (m, 2H), 7.2-7.3 <m, 
10H), 7.46 (t. J = 8, 1H), 7.82 (m, 2H). 

,3 C-NMR (CDCI3. 6): 31.2, 33.4, 39.5. 53.9, 58.9, 60.6, 106.9, 110.7, 
126.2, 126.8, 128.0. 128.5. 128.9, 138.3, 143.7. 156.0, 158.2. 
MS <%>: 448 (parent + 1. 100), 264 (32), 149 (70). 
20 Anal. Calc'd. for C 31 H 33 N 3 2HCM /4CH 2 CI 2 : C 69.28, H 6.60, N 7.76. Found: 

C 68.96, H 6.48, N 7.36. 

EXAMPLE fl1 

3-( 2-r4-(6-Amino-Dvridin-2-vn-nh e nvll-ethvl\-3-a7a-hirvolof3.3. 1 lnnn-9- 
V'aminfl : Prepared as in Example 1, using 3-aza-bicyclo[3.3.1)non-9-ylamine t- 
25 butylcarbamate followed by deprotection using trifluoroacetic acid in methylene 
chloride in 85% yield, as a low-melting solid as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .2a (m. 1 H), 1 .48 (m, 2H), 1 .61 (bs, 2H). 1 .82 (m, 2H), 
2.26 (m. 2H). 2.35 (m, 1H), 2.46 (t, J = 7, 2H). 2.78 (m, 3H), 3.02 <m, 2H, 4.46 
(bs, 2H. NH), 6.41 (dd, J = 0.5,8, 1H), 7.05 (d, J = 0.6,7, 1H), 7.24 (m, 2H), 7.46 
30 (t. J = 8. 1H), 7.82 (m, 2H). 

"C-NMR (CDCI3, 6): 20.9.24.1.33.7,36.1,52.8.60.2,106.7,110.7, 
126.6, 128.9, 137.2, 138.3, 141.7, 156.2, 158.1. 

MS (%): 337 (parent+1, 13). 279 (14). 167 (30). 149 (100), 113 (39). 
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Anal. Calc'd. for C 21 H 2e N 4 2HCI 1/2CH 2 CI 2 (C 4 H 10 0): C 58.23, H 7.86. N 
10.65. Found: C 58.15, H 7.31, N 10.72. 

EXAMPLE 92 

a-^2-f4-(6-Amino-nvridin-2-vl)-DhenvH-Bthvl\-3-a2a-bicvelor3.1.0lhsxane-6- 
5 carboxvlic acid ethvl ester : Prepared as in Example 1, using 3-aze- 
bicyclo[3. 1 .01hexane-6-carboxylic acid ethyl ester in 18% yield, as a low melting 
solid as the hydrochloride salt. 

'H-NMR <CDCI 3 , 6): 1.23 (t, J = 7. 3H), 1.93 (bs, 2H), 1.99 (bs, 1H). 2.40 
(d. J = 9, 1H), 2.65 (m, 2H>. 2.71 (m, 2H), 3.12 (d, J = 9, 2H>, 4.49 (bs, 2H. NHJ, 
10 6.40 (d. J = 8, 1H), 7.04 (d, J = 7.5. 1H), 7.21 (m. 2H), 7.45 (t. J =7.5, 1H), 7.81 
(m. 2H). 

,3 C-NMR (CDCI 3 , 6): 14.3, 21.8, 26.3, 35.1, 54.4, 56.4, 30.2, 106.8, 
110.7. 126.7, 128.8, 137.5, 138.3. 141.0, 156.1, 158.2, 173.9. 
MS (%): 352 (parent-*- 1, 5>, 167 (22), 149 (100), 113 (20). 
15 Anal. Calc'd. for C 2 ,H 2B N 3 0 2 2HCI: C , H , N . Found: C , H . N . 

EXAMPLE 93 

3-f2-r4-(6-A mino-Dvridin-2-vl)-phenvll-ethvl>-3-aza-bicvclor3.1.0lhBxane-6- 
carboxvlic acid : Prepared by hydrolysis of Example 92 using 2N hydrochloric acid 
at 70°C for 8 h in 83% yield, as a low-melting solid as the hydrochloride salt. 
20 'H-NMR (HCI salt, CDCI 3 , 6): 2.18 (s, 2H), 2.31 (m, 2H), 3.28 (s, 1H), 3.4- 

3.6 (m, 4H), 3.89 (m, 2H), 6.96 (m, 1 H). 7.15 (m, 1 H), 7.53 (m, 2H), 7.79 (m, 2H), 
7.94 (m, 1H). 

13 C-NMR (CDCI 3 , 6): 24.3, 29.2, 31.5, 38.8, 55.7, 110.7. 111.6, 124.7, 
127.6, 128.5. 130.0, 130.6, 131.0, 140.0, 144.6, 146.4, 155.4, 167.9. 
25 MS(%): 324(parent + 1,3),279(11), 167 (25), 149 (100). 129 (12), 113 

(27). 

HRMS Calc'd. for C 19 H 22 N 3 0 2 (parent +1): 324.1712. Found: 324.1717. 

EXAMPLE 94 

3-{2-r4-(6-Amino-Dvridin-2-vl)-ph6nv ll-ethvlamino)-Diperidine-1-carboxvlic acid 
30 tert-butvl ester : Prepared as in Example 1, using piperidine-1-carboxylic acid tert- 
butyl ester in 29% yield as a foam. 
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'H-NMR (CDCI3, 6): 1.43 (s, 9H), 1.6-1.8 (m, 3H), 2.35 (m. 2H), 2.54 (m, 
3H), 2.76 <t, J = 8, 2H), 3.74 (m, 1H). 4.55 (bs, 2H), 5.03 (bs, 1H), 6.39 (d, J = 8, 
1H). 7.03 <d, J = 7, 1H), 7.22 (m, 2H), 7.44 (t, J = 8, 1H), 7.83 (m. 2H). 

13 C-NMR (COCI3. 6): 22.3, 28.5. 29.7. 33.3. 46.3. 53.8, 58.5, 60.3. 78.9, 
5 106.8. 110.6. 126.8, 128.9, 13.5. 138.3, 141.0, 155.2. 156.0, 158.3. 

MS (%): 397 (parent+ 1 , 56). 297 (38). 280 (48). 213 (40). 197 (95), 157 

(100). 

HRMSCalc'd. for C M H 33 N 4 0 2 (parent +1): 397.26035. Found: C 397.2581. 

EXAMPLE 95 

"»0 6-(4-[2-(Piperidin-3-vlamino)-ethvll- ohenvn-r)vridin-2-vlaminft- Prepared by 

deprotection of Example 94 using trifluoroacetic acid in methylene chloride in 92% 

yield, as the hydrochloride salt from ethyl ether. 

'H-NMR (CDCI 3 , 6): 1 .35 (bs, 2H), 1 .58 (m, 1 H). 1 .69 (m. 1 H), 1 .85 (m. 1 H). 

2.07 (m. 1H), 2.60 (m, 2H). 2.74 (m, 1H). 2.79 (m, 2H), 2.81 (m, 4H), 4.47 (bs, 
15 2H), 6.41 (d, J = 8. 1H). 7.04 (d. J = 8, 1H), 7.23 (m, 2H), 7.46 (t, J = 8, 1H), 7.82 

(m, 2H). 

13 C-NMR (CDCI,, 6): 23.8, 33.3, 34.2. 48.1, 53.6, 60.6, 62.7, 106.8. 
110.7, 126.8, 128.9, 137.5, 138.3, 141.1, 156.0, 158.2. 

FAB MS (%): 297 (parent + 1 , 1 2), 1 67 925), 1 49 (1 00), 1 1 9 (27). 1 1 1 (25). 
20 Anal. Calc'd. for C, 8 H 24 N 4 -3HCI H 2 0 1/4{C 4 H 10 0): C 51.59, H 7.18, N 12.67. 

Found: C 51 .86, H 7.23. N 1 2.31 . 

EXAMPLE 96 

6-(4-[2-(1-eenzvl-oinflridin-4-vlamino)-ethvl]. Dhenvl}-nvridin-2-vlamin a - 
Prepared as in Example 1 , using 1 -benzyl-4-aminopiperidine in 82% yield (purification 
25 was effected by forming the t-butylcarbamate derivative followed by chromatography 
and deprotection with trifluoroacetic acid in methylene chloride), as the hydrochloride 
salt. 

'H-NMR (CDCI 3 , 6): 1 .38 (m. 2H). 1 .80 (m. 2H), 1 .99 (m, 2H), 2.46 (m, 1 H), 
2.83 (m, 4H>, 2.90 (m, 2H). 3.48 (s. 2H). 4.57 (bs. 2H), 6.40 (d, J = 8. 1H). 7.05 
30 (d, J = 7, 1H), 7.30 (m, 7H), 7.45 (t, J = 8, 1H), 7.85 (m, 2H). 

,3 C-NMR (CDCI3. 6): 32.7,36.3.48.0.52.5,54.9,36.1,106.9,110.7, 
126.9, 128.2, 128.9, 129.1. 137.8, 138.3, 138.6. 140.6. 156.0, 158.3. 

FAB MS (%): 387 (parent + 1 , 47). 1 74 (3 1 ), 1 49 ( 1 00), 1 1 9 (97), 1 03 (52). 
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HRMS Calc'd. for C J5 H, 0 N 4 : 387.2548. Found: 387.2582. 

EXAMPLE 97 

3-{2-f4-t6-Amino-Dvridin -2-vl>-ohenvll-ethvl>-3-aza-bicvclof3.1.0lhex-6- 
ylamins (anti-isomer) : Prepared as in Example 1, using 3-aza-bicyclo[3.1 .0]hex-6- 
5 ylamine (anti-isomer) t-butylcarbamate followed by deprotection using trifluoroacetic 
acid in methylene chloride in 79% yield, as the hydrochloride salt from ethyl ether. 

'H-NMR (CDCI 3 , S): 1 .34 <m, 2H), 1 .90 (bs, 2H), 2.29 (t. J = 7, 1H),2.63(m, 
2H). 2.69 (m. 2H), 2.76 (m. 2H). 3.09 (d, J =9. 2H), 4.52 (bs, 2H), 6.41 (d, J = 8, 
1H), 7.04 (d, J = 8, 1H). 7.22 (m, 2H), 7.45 (t. J=8, 1H), 7.82 (m, 2H). 
10 13 C-NMR (CDCU. 6): 19.9. 34.4, 35.4. 52.7, 57.0. 106.8, 110.7, 126.7, 

128.8, 137.5, 138.3. 141.2, 156.1, 158.2. 

FAB MS (%): 295 (parent + 1, 3). 279 (10), 167 (20), 149 (100), 129 (6), 
113(25). 

Anal. Calc'd. for C 18 H M N 4 2HCI 1/4CH S CI 2 1/2(C 4 H, 0 0) 5/4H 2 0: C 54.27, H 
15 7.20, N 12.50. Found: C 53.92, H 6.83. N 12.19. ( 

EXAMPLE 98 

6-f4-r2-(PiPftridin-4-vlam ino>-ethvn-nhenvn-pvridin-2-vlamine: Prepared by 
deblocking Example 96 using ammonium formate and 1 0% palladium-on-carbon in 
refluxing ethanol in 67.5% yield, as the hydrochloride salt from ethyl ether. 
20 'H-NMR (CDCI3, 6): 1 .30 (m, 2H), 1 .87 (m. 2H). 2.65 (m. 3H), 2.81 (m, 2H), 

2.88 (m, 2H), 3. 1 3 <m, 2H), 4.54 (bs. 2H), 6.42 9d. J - 8, 1 H), 7.04 (d, J - 8. 1 H), 
7.25 (m, 2H), 7.46 (t. J = 8, 1H), 7.83 (m, 2H). 

,3 C-NMR (CDCI3, 6): 32.3, 36.1, 44.2. 47.7, 53.9, 107.0, 110.7. 127.0. 

128.9, 137.8. 138.4, 140.3, 155.95, 158.3. 

25 MS (%): 297 (parent+1, 10), 199 (35), 149 (100), 119 (30). 

Anal. Calc'd. for C 1B H 24 N 4 3HCI 1/4H 2 0 1/2(C 4 H 10 0): C 53.70, H 7.32, N 
12.52. Found: C 53.61, H 6.99, N 1 2.18. 

EXAMPLE 99 

6-(4-f2-f(PinHririin-4-vlmBthv»-amino1-ethvl) -phenvn-Pvridin-2-vlamine : 
30 Prepared as in Example 1. using 4-aminomethylpiperidine-1 -t-butylcarbamate 
" followed by deprotection using trifluoroacetic acid in methylene chloride in 80.5% 
yield, as the hydrochloride salt. 
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'H-NMR (CDCI,. 6): 1 .25 (m, 3H), 1 .87 <m, 2H), 2.65 (m. 2H), 2.8 1 (m, 2H), 
2.88 (m, 2H). 3.13 (m, 2H), 4.54 <bs. 2H). 6.42 <d, J = 8, 1H), 7.04 (d, J = 8, 1H), 
7.26 (m. 2H), 7.46 <t, J = 8. 1H), 7.83 <m. 2H). 

13 C-NMR (CDCI 3 , 6): 32.3, 36.1, 44.2, 47.7, 53.9, 107.0, 110.7. 127.0, 
5 128.9, 137.8, 138.4, 140.3. 155.95, 158.3. 

FAB MS {%): 297 (parent + 1, 16), 199 (35). 149 (100). 119 (30). 
Anal. Calc'd. for C 19 H M N 4 3HCI 7/4H 2 0 3/4(C 4 H 10 O): C 52.12. H 7.95. N 
11.05. Found: C 52.62, H 7.59, N 10.96. 

EXAMPLE 10Q 

10 (3-f 2-r4-(6-Amino-Dvridin-2-vll-Dhfln vl1-etriva-3-a7a-bicvclof 3. 1 .01hsx-6-vlM4- 

methvl-Diperazin-1-vl)-methanona: Prepared as in Example 1, using 3-aza- 

bicyclo[3.1.0]hex-6-vl)-(4-methyl-piperazin-1-yl)-methanone in 14% yield, as the 
hydrochloride salt. 

'H-NMR (CDCI3, 6): 1.94 (bs, 2H), 2.09 (bs, 1H), 2.2-2.4 (m. 8H), 2.27 (s, 
15 3H), 2.68 (m, 2H), 2.73 (m, 2H), 3.11 (m, 2H), 3.61 (m, 4H), 4.49 (bs, 2H), 6.41 
<d, J = 8, 1H), 7.03 (d, J = 8, 1H), 7.21 (m. 2H), 7.45 (t, J = 8, 1H). 7.81 (m. 2H). 

"C-NMR (CDCI3, 6): 19.7, 25.6. 35.1,41.8, 45.5, 46.0, 54.5, 54.7, 55.3. 
56.7. 106.9. 110.7. 126.7. 1228.8, 137.5, 138.3. 140.9. 156.0, 158.0. 171.1. 
MS (%): 406 (parent+1, 3), 391 (20). 167 (18), 149 (100), 113 (19). 
20 Anal. Calc'd. for C J4 H„N 6 0 3HCI 2H 2 0 5/4{C 4 H I0 0): C 54.12, H 7.91, N 

10.88. Found: C 53.97, H 7.57, N 10.56. 

EXAMPLE 101 

(2-r4-(6-Amino-DVridin-2-vl)-ohenvll-ftth vlV-f9-ben?vl-3-oxa-9-a?a- 
biCVClQf3.3.11non-7-vl)-8mine (more polar diastBranmprt - Prepared as in Example 1 , 
25 using (9-benzyl-3-oxa-9-aza-bicyclo[3.3.1 ]non-7-yl)-amine, more polardiastereomer, 
in 38% yield, as a foam as the hydrochloride salt. 

'H-NMR (CDCI,. <?): 1 .52 <m. 2H), 2.26 (m, 2H). 2.56 (m, 2H). 2.88 (m, 4H), 
2.97 (m, 1H). 3.47 (m, 2H), 3.79 (s, 2H). 3.82 <m, 2H), 4.50 (bs, 2H), 6.41 (d, 
J = 8, 1H), 7.05 (d. J = 8, 1H), 7.2-7.4 (m, 7H). 7.46 (t. J = 8, 1H), 7.83 (m, 2H). 
30 ,3 C-NMR (CDCI3, 6): 27.4, 36.7, 48.4, 49.0^ 50.8, 56.1, 69.5, 106.8. 

1 10.7, 126.7, 127.0, 128.3, 128.5, 128.9, 137.5, 138.3, 139.0, 141.2. 156.1, 
158.2. 

MS (%): 429 (parent + 1 , 42), 216 (53). 91 (100). 
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Anal. Calc'd. for C 27 H 32 N 4 0 3HCI H 2 0: C 58.33, H 6.71 , N 10.08. Found: 
C 58.12, H 6.82, N 9.83. 

EXAMPLE 102 

(2-r4-(6-Amino-Pvridin-2-vl)-phenvll-ethvl}-i 9-benzvt-3.oxa-9-az«- 
5 bicvclof3.3.11non»7-vn-amine (less polar diastereomer): Prepared as in Example 1 , 
using (9-benzyl-3-oxa-9-aza-bicyclo[3.3.1 )non-7-yl)-amine, less polar diastereomer, 
in 32% yield, mp 215°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1.74 (m, 4H), 2.685 (bs, 2H), 2.86 (m, 2H), 2.97 (m. 
2H), 3.70 (m, 3H). 3.80 (s, 2H), 3.87 <m, 2H), 4.52 (bs, 2H), 6.42 (d, J = 8, 1H), 
10 7.06 (d, J = 7, 1H), 7.2-7.4 (m, 7H), 7.47 (t. J = 8, 1H). 7.86 (m, 2H). 

13 C-NMR (CDCI3, 6): 31.3. 36.4. 47.8, 50.8, 52.5. 55.9, 71.4, 106.9. 
110.75. 127.0. 128.3, 128.5, 129.0, 137.8, 138.4, 139.2, 140.6, 156.1, 158.3. 

MS (%): 429 (parent+1, 12). 216 (67), 91 (100). 

Anal. Calc'd. for C„H„N 4 0 3HCI H a O: C 58.33. H 6.71. N 10.08. Found: 
15 C 58.30, H 6.78, N 9.92. 

EXAMPLE 103 

2-(4-f2-r4-(6-Amino-pvridin-2-vh-p henvll-ethvl}-Dioera2in-1-vl)-1-phBnvl- 
ethanol : Prepared from Example 1 6, using sodium borohydride in methanol at room 
temperature for 2 h in 98.5% yield, mp 235 °C (dec.) as the hydrochloride salt. 

20 'H-NMR (CDCI 3 , 6): 2.51 (m. 6H). 2.63 (m, 4H), 2.82 (m. 4H), 4.10 (bs. 1H), 

4.54 (bs, 2H), 4.74 (m, 1H), 6.39 (d, J = 8, 1H), 7.05 (d, J = 8, 1H), 7.2-7.4 (m, 
7H), 7.45 (t, J = 8. 1H), 7.84 (m, 2H). 

,3 C-NMR (CDCIj, 6): 33.4, 53.3. 60.3, 66.2. 68.8, 106.9, 110.7, 125.9, 
126.9, 127.5, 128.4, 128.9, 137.7, 138.3, 140.8. 142.2, 156.0, 158.3. 

25 MS {%): 403 (parent+1, 100), 295 (54), 219 (41). 197 (76). 113 (35), 97 

(89). 

Anal. Calc'd. for C 26 H 30 N 4 O 3HCI 1/2H 2 0: C 57.64, H 6.58, N 10.76. Found: 
C 57.66, H 6.45, N 10.77. 

EXAMPLE 104 

30 f2-l4-(6-Amino-Pvridin-2-vl)-phenvll-ethvn-(3-oxa- 9-aza-bicvclof3.3.11non.7- 
vO-amine : Prepared from Example 101 , using ammonium formate and palladium-on- 
carbon in refluxing ethanol in 81 % yield, mp 100°C (dec.) as the hydrochloride salt. 
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'H-NMR (CDCIj, 6): 1 .69 (m. 1 H), 2.06 (m, 1 H), 2.6-3.0 (m, 5H), 3.5-3.9 (m. 
4H), 4.64 <bs, 2H), 6.35 (d, J = 8. 1H), 7.00 (d, J = 8. 1H), 7.23 (m, 2H), 7.40 (t. 
J = 8. 1H>, 7.81 <m, 2H). 

MS (%): 339 (parent* 1, 100), 254 (35), 199 (45), 159 (38). 
5 HRMS Calc'd. for C 20 H 27 N 4 0 (parent+1): 339.2184. Found: 339.2164. 

EXAMPLE 105 

6-(4-{2-r4-(2-Amino-2-phenvl-ethvn-Diperazin-1-vn-ethvl}- ohenvl)-Dvridin-2- 
vlamine : Prepared from Example 16, by forming the oxime methyl ether with O- 
methyl hydroxylamine hydrochloride in refluxing methanol followed by reduction 
10 using borane methyl sulfide in refluxing tetrahydrofuran in 54% yield, as the 
hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 2.2-2.9 (m, 14H). 4.12 (m, 1H), 4.52 (bs. 2H), 6.39 (d. 
J=8, 1H), 7.03 (d. J = 7, 1H), 7.2-7.4 (m. 7H). 7.45 (t, J = 7, 1H). 7.81 (m, 2H). 
MS (%): 402 (parent + 1, 6), 149 (100), 119 (47). 
15 HRMS Calc'd. for CasHjjNs (parent + 1): 402.2658. Found: 402.2657. 

EXAMPLE 1Q6 

9-{2-l4-(6-Amino-Pvridin-2-vl)-phenvl1-ethvl)-3 -oxa-9-aza-bicvclof3.3.11non-7- 
vlamine : Prepared as in Example 1, using N-t-butoxycarbonyl-3-oxa-9-aza- 
bicyclo[3.3.1]non-7-ylamine in 9.5% yield, followed by removal of the t- 
20 butoxycarbonyl group using trifluoroacetic acid in methylene chloride at room 
temperature in 88% yield, as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .36 <m, 2H), 2.36 (m, 2H), 2.46 (bs, 2H), 2.70 (m, 4H), 
2.81 (m, 2H), 3.14 (m, 1H), 3.68 (m, 2H), 3.87 (m, 2H), 4.51 (bs, 2H). 6.40 <d, 
J = 8, 1H), 7.04 (d, J = 7, 1H), 7.23 (m, 2H), 7.45 (t, J = 8, 1H), 7.82 (m, 2H). 
25 ,J C-NMR (CDCI3, 6): 31.5, 34.5, 42.1, 51.4, 53.9, 69.8. 106.9. 110.7, 

126.7, 129.0, 137.6, 138.3, 140.9, 156.0, 158.0. 

FAB MS (%): 339 (parent+1, 46), 322 (51), 197(65), 149 (74), 1 19 (100), 
103 (77), 98 (74). 

Anal. Calc'd. for C M H J6 N 4 0 3HCI H 2 0 3/2(C 4 H 10 0): C 54.1 2, H 8.04. N 9.71 . 
30 Found: C 54.31 , H 7.63, N 9.37. 

HRMS Calc'd. for C 30 H 27 N 4 O (parent+1): 339.2184. Found: 339.2155. 
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EXAMPLE 107 

{ ?.f4-f 6-Amino-Dvridin-2-vl >-phanvll-e thvl )-(3-oxa-9-aza-bic vclof3 . 3 . 1 lnon-7- 
vD-amine : Prepared as in Example 102, using ammonium formate and palladium-on- 
carbon in refluxing ethanol in 87% yield, mp 170°C (dec.) as the hydrochloride salt. 
5 'H-NMR (CDCI 3 . 6): 1.36 (m, 2H), 2.09 (m, 2H), 2.79 (m, 2H), 2.91 (m. 4H), 

3.7-3.9 <m. 5H>, 4.56 <bs, 2H). 6.36 (d. J = 8, 1H>, 7.01 (d. J = 7, 1H>, 7.23 <m, 
2H). 7.42 <t, J = 8, 1H), 7.81 (m. 2H). 

15 C-NMR (CDCI3, 6): 36.4, 39.2, 47.7, 48.9. 50.5, 71.7, 106.9. 110.6, 
126.9, 128.9. 137.7, 138.3, 140.6, 155.9, 158.3. 
10 MS (%): 339 (parent+1, 6), 167 (21). 149 (100), 129 (12), 113 (31). 

Anal. Calc'd. for C 20 H M N 4 0 3HCI 3/2H 2 0: C 51 .62, H 7.29, N 10.94. Found: 
C 51.65, H 7.24, N 10.95. 

EXAMPLE 108 

fi-{4-[2-(4-AminQ-2.6-dimBthvl-nioer iriin-1-vlt-ethvl1-DhenvlVpvridin-2-vlamine 

15 <ris riiasteraomer): 

A. N-Benzvl-2.6-d8methvlDioeridin-4-one : To a 500 mL round-bottomed flask 
equipped with condenser and N 2 inlet were added 40 g (0.28 mol) 1,3- 
acetonedicarboxylic acid, 24.8 g (0.64 mol) acetaldehyde, and 60 mL water. To the 
resulting mixture was added slowly 30 mL (0.28 mol) benzylamine over 30 minutes, 

20 the pH was adjusted to 4-5, and the reaction stirred overnight at room temperature. 
After filtration, the reaction pH was adjusted to 10 with 6 N sodium hydroxide, and 
extracted with ethyl acetate. The organic layer was washed with brine, dried, and 
evaporated, and the resulting residue chromatographed on silica gel using 
hexane/ethyl acetate as eluant to afford both isomers: 

25 Trans isomer: 10.1 g (16.5%) oil. 

'H-NMR (CDCI3, 6): 1 .07 (d, J = 7, 6H), 2.1 7 (m. 2H). 2.47 (m, 2H). 3.25 (m. 
2H), 3.75 (Ab q , J = 14, Dn = 110, 2H), 7.23 <m. 1H), 7.29 (m, 2H), 7.37 (m, 2H). 

,3 C-NMR (CDCI3, 6): 17.4, 47.4, 51.3, 51.8, 126.9, 128.2, 128.3. 140.2, 
carbonyl carbon not visible in this scan. 

30 MS (%): 218 (parent + 1, 100). 

Cis isomer: 3.31 g (5.4%) oil. 

'H-NMR (CDCI3, 6): 1 .13 (d. J = 6. 6H), 2.32 (m. 4H), 3.10 (m. 2H), 3.83 (s, 
2H). 7.21 (m, 1H), 7.30 (m, 2H). 7.39 (m, 2H). 
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13 C-NMR <CDCI 3 , 6): 21.5, 47.1, 50.0, 57.3, 126.5, 127.6, 128.2, 141.0, 
carbonyl carbon not visible in this scan. 
MS (%>: 218 (parent* 1, 100). 

B, N-Benzvl-2.6-dimethvlDiDeridin-4-one methoxime (cis isomer): To a 100 
5 mL round-bottomed flask equipped with condenser and N 2 inlet were added 3.31 g 

(15.2 mmol) N-benzyl-2,6-dimethylpiperidin-4-one, cis isomer, 2.1 g (24.3 mmol) 

methoxime hydrochloride, 3.4 mL (24.3 mmol) triethylamine, and 50 mL methanol. 

The reaction was refluxed 24 h, cooled, and evaporated. The residue was taken up 

in water/ethyl acetate, and the organic layer separated, washed with brine, dried, 
10 and evaporated. The residue was chromatographed on silica gel using hexane/ethyl 

acetate to afford 1.5 g (40%) of an oil. 

'H-NMR (CDCI 3 ,<«: 1.10 (m, 6H), 1.92 (m, 1H),2.1 1 (m, 1H), 2.29 (m, 1H), 

2.80 (m, 1H), 2.87 (m, 1H), 2.92 (m, 1H), 3.78 (s, 2H), 3.81 (s, 3H), 7.19 (m, 1H), 

7.28 (m, 2H), 7.36 (m, 2H). 
15 13 C-NMR (CDCI 3 , 6): 16.5, 16.6, 31.6, 37.8, 49.65, 50.6, 52.3, 61.1, 

126.7, 128.2, 140.6, 157.3. 

APCI MS (%): 247 (parent+1, 100), 

C. N-Bengyl"2,6-dimethvlDiperidin-4-amine (cis isomer): To a 100 mL round- 
bottomed flask equipped with condenser and N 2 inlet were added 1.5 g (6.1 mmol) 

20 N-benzyl-2,6-dimethylpiperidin-4-one methoxime (cis isomer), 60 mL dry 
tetrahydrofuran, and 1 5 mL (30 mmol) of a 2.0 M solution of borane methyl sulfide 
in tetrahydrofuran. The reaction was refluxed 24 h, cooled, and the solvent 
evaporated. The residue was treated with 60 mL ethanol, 1 .9 g (1 8.3 mmol) sodium 
carbonate, and 1.5 g cesium fluoride. The reaction was refluxed 24 h, cooled, and 

25 evaporated. The residue was taken up in water/ethyl acetate, and the organic layer 
washed with brine, dried over sodium sulfate, and evaporated to afford 1 .5 g (100%) 
of an oil. 

'H-NMR (CDCI 3 , 6): 1 .07 (d, J = 6, 6H), 1.41 (m, 2H), 1 .70 (m, 2H), 2.56 (m, 
2H), 2.66 (m, 1H), 3.77 (s, 2H), 7.17 (m, 1H), 7.25 (m, 2H), 7.34 (m, 2H). 
30 ,3 C-NMR (CDCI3, 6): 1 1 .3, 21 .7, 40.8, 44.4, 45.1 , 48.5, 50.4, 52.5, 1 26.4, 

128.1, 128.2, 141.2. 

' MS (%): 219 (parent+1, 100). 
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D. N-Ben?vl-2.6-dimethvlDioeridin-4-amine t-b utvicarbamate (cis isomer): To 
a 1 00 mL round-bottomed flask equipped with condenser and N 2 inlet were added 
1.3 g (6.0 mmol) N-benzyl-2,6-dimethylpiperidin-4-amine (cis isomer), 1.3 g (6.0 
mmol) di-t-butyl-dicarbonate, 1 .2 mL (8.9 mmol) triethylamine, and 50 mL methylene 
5 chloride. The reaction was stirred at room temperature overnight, then washed with 
aqueous citric acid, water, and brine, dried over sodium sulfate, and evaporated. The 
residue was chromatographed on silica gel using methylene chloride/ethyl acetate as 
eluant to afford 1 .6 g (84%) of an oil. 

1 H-NMR (CDCI 3 , 6): 1.05 (d, J = 6, 6H), 1.13 (q, J = 12, 2H), 1.42 (s, 9H), 
10 1.87 (m, 2H), 2.59 <m, 2H), 3.5 (bs, 1H), 3.76 (s, 2H) # 4,3 (m, 1H), 7.18 (m, 1H), 
7.24 (m, 2H), 7.33 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 10.8, 21.6, 28.5, 37.6, 41.7, 44.2, 50.2, 52.7, 79.0, 
126.5^128.1, 128.2, 141.0, 155.3. 

APCI MS (%): 319 (parent* 1, 100), 
15 E. 2.6-DimethvlDiperidin-4-amine t-butvlcarbamate (cis isomer): Toa lOOmL 

round-bottomed flask equipped with condenser and N 2 inlet were added 1.6 g (5.0 
mmol) N-benzyl-2,6-dimethylpiperidin-4-amine t-butylcarbamate (cis isomer), 2.5 g 
ammonium formate, 250 mg 10% palladium-on-carbon, and 40 mL ethanol. The 
reaction was refluxed 2 h, cooled, and filtered through Celite with ethanol and 
20 methylene chloride. The filtrate was evaporated, the residue was taken up in ethyl 
acetate/water, the organic layer separated, washed with brine, dried over sodium 
sulfate, and evaporated to give a low-melting, white solid, 1.09 g (95.5%). 

'H-NMR (CDCI3, 6): 0.81 (q, J = 11, 2H), 1.06 (d, J = 6, 6H>, 1.41 (s, 9H), 
1.91 (m, 2H), 2.72 (m, 2H), 3.5 (bs, 1H), 4.4 (m, 1H). 
25 13 C-NMR (CDCI3, 6): 19.0, 22.8, 28.3, 37.5, 42.3, 43.7, 44.0, 47.6, 78.9. 

MS (%): 229 (parent* 1, 62), 173 (100). 

F2-(2,5-DimethvlDvrrolvl)-6-((4-(4-t'butvlcarboxamido-2,6-dimethvlDiDeridin- 
1-vl-carboxamido)methvl)Phenvl))-ovridine: To a 100 mL round-bottomed flask 
equipped with N 2 inlet were added 1.3 g (4.4 mmol) 2-(2,5-dimethylpyrrolyl)-6-((4- 
30 (carboxymethyl)phenyl))-pyridine, 1 .0 g (4.4 mmol) 2,6-dimethylpiperidin-4-amine t- 
butylcarbamate (cis isomer), 1.7 g (8.8 mmol) N-ethyl-N-3-dimethylaminopropyl- 
carbodiimide, 2.7 g (22 mmol) 4-dimethylaminopyridine, and 25 mL 
dimethylformamide. The reaction was stirred at room temperature for 24 h, taken 



WO 97/36871 



PCT/EB97/00132 



-77- 

up in ethyl acetate/water, and the organic layer separated, washed with brine, dried 
over sodium sulfate, and evaporated. The residue was chromatographed on silica 
gel using hexane/ethyl acetate as eluant to afford 1 .8 g (79%) of a foam. 

1 H-IMMR (CDCI 3 , 6): 1.89 <m, 8H), 1.35 <s, 9H>, 2.1 (m, 2H), 2.16 <s, 6H), 
5 3.4 (bs, 1H>, 3.72 (s, 2H), 4,8 <m, 1H), 5.86 <s, 2H), 7.05 (d. J = 8, 1H), 7.28 (m, 
2H), 7.68 <d, J = 8, 1H>, 7.79 (t, J=:8, 1H), 7.98 <m, 2H). 

13 C-NMR (CDCI3, 6): 1 3.4, 28.3, 35.6, 41 .3, 44. 1 , 47.0, 60.2, 79.1 , 1 06.9, 
118.1, 119.65, 127.1, 128.4, 128.9, 136.7, 138.5, 151.5, 155.0, 156.4, 169.7. 
APCI MS {%): 517 (parent+1, 65), 461 (100), 41 7 (32). 

10 £L 2-(2,5-DimethvlDvrrolvl)-6-f(4-f4-amino-2.6>d imethvtpinpridin-1-vl- 

carboxamido)mQthvnphenvf»-pvridine: To a 1 00 mL round-bottomed flask equipped 
with IM 2 inlet were added 1.0 g (1.94 mmol) 2-{2,5-dimethylpyrrolyl)-6-((4-(6-t- 
butylcarboxamido-2,6-dimethylpiperidin-4-yl-carboxamido)methyl)phenyl))-pyridine, 
100 mL ethyl acetate, and the solution cooled to 0°C and saturated with HCI. The 
1 5 reaction was stirred 1 5 min at room temperature, evaporated, and the residue taken 
up in 1 N sodium hydroxide solution and extracted with methylene chloride. The 
organic layer was washed with brine, dried over sodium sulfate, and evaporated to 
give 770 mg (95.5%) of a foam. 

'H-NMR (CDCI3, 6): 1.18 (m, 2H), 1 .22 (d, J = 7, 6H), 1 .97 (m, 2H), 2. 1 5 (s, 
20 6H), 2.68 (m, 1H), 3.72 (s, 2H), 4.3 (bs, 2H), 5.86 (s, 2H), 7.06 (d, J =8, 1H), 7.27 
<m, 2H), 7.66 (d, J=8, 1H), 7.79 (t, J = 8, 1H), 7.97 (m, 2H). 

,3 C-NMR (CDCI3, 6): 13.4, 24.3, 39.0, 41.6, 44.7, 47.1, 60.2, 106.9, 
118.1, 119.7, 127.1, 128.45, 128.9, 136.7, 136.9, 138.5, 151.5, 156.3, 169.7. 
MS (%): 417 (parent +1, 100). 

25 i± 2-(2.5-DimethvlPvrrolvl)-6^^ 

phenvll-pyridine (cis diastereomer): To a 100 mL three-necked round-bottomed flask 
equipped with condenser, septum and N2 inlet were added 640 mg (4.8 mmol) 
aluminum chloride, 20 mL dry tetrahydrofuran, and after cooling to 0°C, 1 1.2 mL 
(1 1.2 mmol) of a 1.0 M solution of lithium aluminum hydride in tetrahydrofuran. 
30 After stirring at 0°C for 1 h, the reaction was cooled to -78 °C, and a solution of 670 
mg (1.6 mmol) 2-(2,5-dimethylpyrrolyl)-6-((4-(4-amino-2,6-dimethylpiperidin-1-yl- 
carboxamido)methyl)phenyl))-pyridine in 10 mL dry tetrahydrofuran added, and 
stirring continued at -78 °C for 1 h. The reaction was then warmed to room 
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temperature and stirred overnight. The reaction was carefully quenched with dilute 
hydrochloric acid, the pH adjusted to 10 with 6 N sodium hydroxide solution, and 
extracted with ethyl acetate. The organic layer was washed with brine, dried over 
sodium sulfate, and evaporated. The residue was chromatographed on silica gel 
5 using methanol/methylene chloride as eluant to give 423 mg (66%) of an oil. 

'H-NMR <CDCI 3 , <fl: 1.17 (m. 2H). 1.22 <d, J = 6, 6H), 1.81 <m, 2H), 1.95 
(bs, 2H), 2.19 <s, 6H), 2.70 <m. 5H), 2.99 <m, 2H), 5.90 (s, 2H). 7.08 <d, J = 8, 1H), 
7.22 <m, 2H), 7.68 (d, J = 8, 1H), 7.81 (t. J = 8. 1H), 7.97 (m. 2H). 

13 C-NMR (CDCI 3 , 6): 1 3.4, 21 .0, 45.1 , 48. 1 , 48.6. 49.4, 49.9, 53.4. 1 06.9. 
10 117.9. 119.5, 127.0, 158.5, 158.9, 136.1, 138.5, 142.2, 151.5, 156.6. 

MS (%): 403 (parent + 1, 100). 

I. 6-f4-[2-(4-Amino-2.6-dimethvl-oiperidin-1-vn-ethvH-DhB nvl)-Dvridin-2- 
vlamine (cis diastareomer) : The deblocking was carried out using hydroxylamine 
hydrochloride as described in Example 1 24 F to afford the product as an oil in 1 00% 
1 5 yield, which was converted to the hydrochloride salt as an amorphous solid. 

'H-NMR (CDCI3, 6): 1 .06 <m, 2H), 1.18 (d, J = 6. 6H). 1 .75 (m, 2H), 2.63 (m. 
5H). 2.95 (m, 2H), 4.58 (bs. 2H). 6.35 (d. J = 8. 1H), 6.99 <d, J = 8, 1H>, 7.15 (m. 
2H), 7.40 (t, J = 8. 1H), 7.79 (m, 2H). 

13 C-NMR (CDCI,, 6): 21.0, 45.3, 48.1, 48.6. 49.4, 53.4. 106.8. 110.5, 
20 126.8, 128.6, 137.4, 138.2, 141.1, 155.8, 158.2. 

FAB MS (%): 325 (parent+1, 18), 149 (69), 119 (100). 
HRMS Calc'd. for C J0 H 29 N 4 (parent+1): 325.2392. Found: 325.2369. 

EXAMPLE 109 

6-{4-r2-(4-Methvl-pipera2in-1-vl)-athvn-phenvl>-pvridin-2-vlamine: Prepared 
25 as in Example 1, using N-methylpiperazine in 74% yield, mp 170°C (dec.) as the 
hydrochloride salt. 

'H-NMR (CDCI3, 6): 2.26 (s, 3H). 2.4-2.6 (broad multiplet, 8H), 2.60 (m. 2H), 
2.80 (m, 2H), 4.56 (bs, 2H), 6.35 (d, J = 8, 1H). 7.00 (d, J = 7, 1H), 7.23 (m, 2H), 
7.41 (t, J = 8. 1H), 7.80 (m, 2H). 
30 ,3 C-NMR (CDCI 3 , 6): 33.3, 46.1, 53.1, 55.1, 60.3, 106.8, 110.6, 126.8, 

" 128.9, 137.6. 138.3,140.8, 156.0, 158.3. 

FAB MS (%): 297 (parent + 1. 100). 197 (28), 1 13 (73). 
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Anal. Calc'd. for C 18 H 24 N 4 -3HCM/2H 2 0: C 52.12. H 6.80. N 13.51 . Found: 
C 52.05, H 7.00. N 13.07. 

EXAMPLE IIP 

6-{4-r2-(4-Bfln2anBsulfonv>-DiDBraz in-1-v»-ethvl1-DhenvU-Dvridin-2-vl8mine: 
5 Prepared as in Example 1 , using N-benzenesulfonylpiperazine in 93% yield, as the 
hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 2.60 (m, 6H), 2.74 (m, 2H), 3.04 (m, 4H), 4.64 (bs, 2H), 
6.44 (d, J = 8, 1H), 7.03 (d, J = 7, 1H), 7.20 (m. 2H), 7.48 (t. J = 8, 1H), 7.52 (m, 
3H), 7.73 (m, 2H), 7.81 (m, 2H). 
10 ,3 C-NMR <CDCI„ 6): 33.0, 45.8. 51.9, 59.4, 106.9, 110.4, 126.7, 127.6, 

128.6, 128.8, 132.6. 135.0, 138.4, 140.0, 156.0. 158.0. 

FAB MS (%): 423 (parent+1, 25), 167 (25). 149 (100), 113 (22). 

Anal. Calc'd. for C 23 H 26 N 4 0 2 S 2HCI 5/4H 2 0: C 53.33, H 5.94, N 10.82. 

Found: C 53.33, H 5.92, N 10.45. 

15 EXAMPLE 1 1 1 

fi.{4-f?-f4-MHthnnftstjlfonvl-oiperazin -1-vn-ethvl1-phenvlt-Dvridin-2-vlamine: 

Prepared as in Example 1. using N-methanesulfonylpiperazine in 15% yield, as the 

hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 2.61 (m, 4H>, 2.65 (m, 2H), 2.76 (s. 3H), 2.80 (m, 2H), 
20 3.23 (m. 4H), 4.49 (bs, 2H>, 6.42 (d, J = 8, 1H). 7.04 (d, J = 7, 1H), 7.23 (m. 2H), 
7.46 (t, J = 8, 1H), 7.83 (m, 2H). 

13 C-NMR (CDCI3, 6): 33.1, 33.9, 45.8, 52.2, 59.6, 106.9, 110.6, 126.8, 
128.8, 137.6, 138.3, 140.3, 155.8, 158.1. 

MS (%): 361 (parent+1, 17), 149 (100), 135 (54), 119 (89). 103 (48). 
25 Anal. Calc'd. for C 18 H 24 N 4 0 2 S 2HCI: C 49.88. H 6.05, N 12.93. Found: C 

50.1 1, H 6.08, N 11.69. 

EXAMPLE 112 

6-{4-f2-(2.6-Dimethvl-piperazin-1-v n-ethvn-phenvl}-pvridin-2-vlamine: Refer 
to Scheme 2: 

30 A 2-(2.5-Di mBthvlpvrrolvn-6.(4-formvlphenvl)-Dvridine: To a 1 L round- 

bottomed flask equipped with condenser and N 3 inlet were added 20.0 g (79.6 
mmol)6-bromo-2-(2,5-dimethylpyrrolyl)-pyridine, 1 1 .9g(79.6mmol)4-formylphenyl 
boronic acid, 33.8 g (300 mmol) sodium carbonate, 1 g (0.8 mmol) tetrakis- 
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triphenylphosphine palladium, 370 mL ethanol, and 40 mL water. Th mixture was 
refluxed 16 h, cooled, poured into water, and extracted into ethyl acetate. The 
organic layer was washed with brine, dried over sodium sulfate, and evaporated. 
The residue was chromatographed on silica gel using hexane/ethyl acetate as eluant 
5 to afford 21.0 g (95.5%) of a light yellow, solid, mp 106-108°C. 

'H-NMR (CDCI 3 , 6): 2.21 <s, 6H>, 5.94 (s, 2H), 7.22 (d, J = 8, 1H), 7.82 (d, 
J = 8, 1H), 7.93 <t, J=8, 1H), 7.98 (m, 2H), 8.22 <m, 2H), 10.07 (s, 1H). 

13 C-NMR (CDCI 3 , 6): 13.4, 107.2, 119.0, 120.9, 127.4, 128.6, 130.1, 
136.6, 138.8, 155.2, 191.9. 
10 APCI MS (%): 277 (parent+1, 100). 

B. 2-(2.5-DimethvlDvrro»vl)-6-(4-(cvanomethvl)phenvl)-Dvridine: To a 2 L 
round-bottomed flask equipped with condenser and N 2 inlet were added 17.1 g (1 52 
mmol) potassium t-butoxide and 250 mL dry 1 ,2-dimethoxyethane (DME). The 
reaction was cooled to -60°C, and a solution of 16.2 g (83 mmol) 

1 5 tosylmethylisocyanide in 250 mL DME added dropwise over 5 minutes. After stirring 
for 5 minutes, a solution of 21.0 g (76 mmol) 2-(2,5-dimethyIpyrrolyl)-6-(4- 
formylphenyD-pyridine in 500 mL DME was added dropwise over 10 minutes, and 
stirring continued at -60 °C for 1 h. Then 250 mL methanol was added, and the 
reaction warmed to room temperature, then refluxed 20 minutes. The reaction was 

20 cooled, evaporated, taken up in water and 8 mL acetic acid, and extracted with 
methylene chloride. The organic layer was washed with brine, dried over sodium 
sulfates nd evaporated. The residue was chromatographed with hexane/methylene 
chloride on silica gel to give 16.8 g (77%) of a low-melting solid. 

'H-NMR (CDCI3, 6): 2.21 (s, 6H), 3.80 (s, 2H>, 5.93 (s, 2H), 7.16 (d. J = 8, 

25 1H), 7.42 (m, 2H), 7.74 (d, J = 8, 1H), 7.89 (t, J =8, 1H), 8.08 (m, 2H). 
APCI MS (%): 287 (parent+1, 100). 

C. 2>(2.5-DimethvlDvrr olvn-6-(4-(carboxvmethvl)Dhenvl)-ovridine: To a 2 L 
round-bottomed flask equipped with condenser and N 2 inlet were added 1 6.8 g (58.5 
mmol) 2-(2,5-dimethylpyrrolyl)-6-(4-(cyanomethyl)phenyl)-pyridine and 500 mL 

30 ethanol- The reaction was heated to reflux, and 1400 mL of a 10% aqueous sodium 
' hydroxide solution added dropwise over 2 h. The reaction was refluxed an additional 
2 h, cooled, and evaporated to a small volume, then the pH adjusted to 1 with 
concentrated hydrochloric acid (ice-cooling), and extracted into ethyl acetate. The 
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organic layer was washed with brin , dried over sodium sulfate, and evaporated to 
a light yellow, low-melting solid, 16.9 g (94%). 

'H-NMR (CDCI 3 , 6): 2.20 (s, 6H), 3.69 (s, 2H), 5.92 (s, 2H). 7.13 (d, J = 8, 
1H), 7.37 (m, 2H), 7.72 (d, J=8, 1H), 7.86 (t, J = 8, 1H), 8.03 (m, 2H). 
5 "C-NMR (CDCI 3 , 6): 1 3.4, 40.7, 1 06.9, 1 1 8.2. 1 1 9.9, 1 27. 1 , 1 28.6. 1 29.8. 

134.5, 137.4, 138.6, 151.6, 156.3, 177.4. 
APCI MS (%): 307 (parent + 1, 100). 

D. 2-(2.5-DimethvlDvrrolvl)-6-(4-((2.6-dimethvl-4-t-b utoxvcarbonvl)pipera?tn-1- 
vDmethvnphenvn-pvridine: To a 1 00 mL round-bottomed flask equipped with N 2 inlet 

10 were added 500 mg (1.6 mmol) 2-(2,5-dimethylpyrrolyl)-6-(4- 
(carboxymethyUphenyl)-pyridine, 350 mg (1.6 mmol) 2,6-dimethyl-4-t- 
butoxycarbonyl-piperazine, 626 mg (3.2 mmol) N-ethyl-N-3-dimethylaminopropyl- 
carbodiimide, 996 mg (8.1 mmol) 4-dimethylamino-pyridine, and 10 mL dry 
dimethylformamide. The reaction was stirred at room temperature for 1 6 h, poured 

15 into water, and extracted into ethyl acetate. The organic layer was washed with 
water and brine, dried over sodium sulfate, and evaporated. The residue was 
chromatographed on solica gel using methanol/methylene chloride as eluant to afford 
817 mg (100%) of a foam. 

'H-NMR (CDCI3, 6): 1.23 (d, J = 7, 6H), 1.44 (s, 9H), 2.19 (s. 6H), 2.8 (m. 

20 4H). 3.76 (m. 2H). 4.0 (m. 2H), 5.91 (s. 2H), 7.12 (d, J = 8, 1H), 7.33 (m, 2H). 
7.72 (d, J = 8. 1H), 7.85 (t, J = 8, 1H), 8.01 (m, 2H). 

,3 C-NMR (CDCI3, 6): 13.4, 19.8.21.0, 28.2, 40.8, 44.8, 46.9, 48.1, 48.9, 
79.9, 106.9, 118.1, 119.7, 127.2, 128.5, 128.9, 136.4, 136.9. 138.5. 151.6, 
155.2. 156.3, 169.8. 

25 APCI MS (%): 503 (parent + 1 , 40), 447 (100), 403 (55). 

E. 6-(4-((2.6-Dimethvnoioera2in-1- vl)methvl)nhenvl)-Pvridin-2-vl amine : 2- 
(2,5-Dimethylpyrrolyl)-6-(4-((2,6-dimethyl-4-t-butoxycarbonyl)piperazin-1- 
yl)methyl)phenyl)-pyridine was deblocked first with hydroxylamine hydrochloride as 
described in Example 1F, then with trifluoroacetic acid in methylene chloride as 

30 described in Example 2 to afford 455 mg (88% overall) of a foam. 

'H-NMR (CDCI3, 6): 1.28 (d, J=»7, 6H). 2.8 (m, 4H). 3.74 (s. 2H). 4.55 (m. 
2H), 6.43 (d. J = 8. 1H), 7.05 (d. J = 8, 1H), 7.30 <m. 2H). 7.47 (t, J = 8, 1H), 7.86 
(m, 2H). 
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13 C-NMR (CDCI V 6): 40.5. 44.0, 48.2, 50.1, 107.2, 110.4, 126.9. 128.7. 
135.7. 138.0, 138.3, 155.3, 158.4, 170.0. 
IR (KBr, cm." 1 ): 1620 (C = 0). 
APCI MS (%): 325 (parent + 1, 100). 
5 F. 6-(4-f2-(2.6-Dimathv l-Dit»ra2in-1-vn-ethvll-Dhenvlt-Dvridin-2-vlamine: 6-(4- 

((2,6-Dimethyl)piperazin-1-yl)methyl)phenyt)-pyridin-2-yl amine was reduced with 
borane methyl sulfide as described in Exmaple 124 B to give an 8% yield of a 
hygroscopic solid as the hydrochloride salt. 

'H-NMR (CDCIj. 6): 1 .13 (d, 6H), 2.53 (m. 2H), 2.68 (m, 4H), 2.90 <m. 2H), 
10 3.00 (m, 2H), 4.49 (bs, 2H), 6.42 (d, J =8, 1H). 7.04 (d, J = 7. 1H), 7.19 <m, 2H), 
7.46 (t, J = 8, 1H). 7.82 <m, 2H). 

,3 C-NMR (CDCI S , 6): 17.6, 28.7, 49.8, 53.6, 54.2, 106.8, 110.6. 126.9, 
128.6, 137.5. 138.3. 141.1, 155.9, 158.1. 

MS (%>: 311 (parent + 1, 14), 167 (23), 149 (100). 
15 HRMS Calc'd. for C 18 H 37 N 4 : 311.2236. Found: 311.2236. 

EXAMPLE 113 

6-{4-f2-f2.6-DimBthvl- 4-methvlamino-oiperidin-1-vl)-ethvn-ohBnvl)-pvridin-2- 
ylamine : Prepared as in Example 112, using 4-t-butoxycarbonylamino-2,6- 
dimethylpiperidine coupling with 2-{2,5-dimethylpyrrolyl)-6-(4- 
20 (carboxymethyl)phenyD-pyridine in 75% yield, followed by reduction with borane 
methyl sulfide in refluxing tetrahydrofuran in 1 7% yield, followed by deprotection 
using hydroxylamine hydrochloride in refluxing ethanol in 85% yield, as a 
hygroscopic solid as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .06 (m, 6H), 1 .23 (m, 2H), 1 .81 (m. 2H), 2.43 (s, 3H). 
25 2.53 (m, 1H), 2.7-2.9 (m, 6H), 4.51 (bs. 2H). 6.41 (d, J = 8, 1H), 7.03 <d, J = 7, 
1H), 7.24 (m, 2H). 7.45 (t, J =8, 1H), 7.82 (m, 2H). 

,3 C-NMR (CDCI3, 6): 11.4, 21.3, 32.4, 35.4. 36.6, 40.1. 48.7, 50.8, 51.1, 
52.0, 106.9, 110.7, 126.8, 129.0, 137.5. 138.3, 141.3. 156.1, 158.2. 
APCI MS (%): 339 (parent + 1, 100). 
30 Anal. Calc'd. for C 2 ,H 30 N 4 -3HCI 1/2CH 2 CI 2 9/4(C 4 H l0 O): C 55.75, H 8.67, N 

" 8.53. Found: C 55.66, H 8.21 , N 8.02. 
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EXAMPLE 114 

6-(4-f2-(4-CvclQhexvl'DiDerazin-1-vh-ethvn-nh W n vn-pvriHin-9- Y i f . m j n ft - 
Prepared as in Example 112, using N-cyclohexylpiperazine coupling with 2-(2,5- 
dimethylpvrrolyl)-6-(4-(carboxymethyl)phenyl)-pyridine in 100% yield followed by 
5 reduction using borane methyl sulfide in refluxing tetrahydrofuran in 97% yield, then 
deprotection using hydroxylamine hydrochloride in refluxing ethanol in 98% yield, as 
the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1 .09 (m, 6H). 1 .75 (m, 2H), 1 .88 (m, 2H), 2.24 (m, 1 H), 
2.59 (m. 10H>, 2.83 (m, 2H), 4.53 (bs, 2H), 6.38 (d, J = 8, 1H), 7.02 (d. J = 8. 1H), 
10 7.22 (m, 2H). 7.43 (t, J = 8, 1H), 7.81 (m, 2H). 

13 C-NMR <CDCI 3 ,*): 25.5, 25.9, 28.5, 33.0,48.5, 53.2, 60.0, 63.1, 106.5. 
110.3, 126.4, 128.5. 137.2. 137.9, 140.5, 155.6, 157.8. 

APCI MS (%): 365 (parent+1, 100). 

Anal. Calc'd. for C„H 3a N 4 3HCM/4H 2 0 1/4(C 4 H l0 O) 1/4CH 2 Cl a : C 56.21, H 
15 7.49, N 10.81. Found: C 56.12, H 7.83, N 10.44. 

EXAMPLE 11 B 

6-f4-[2-(Adamantan-1-vlamino>.ftthvn-phBnvl}- n vridin-2-vl a min fr Prepared as 
in Example 112, using 1 -aminoadamantane for the coupling with 2-{2,5- 
dimethylpyrrolyl)-6-(4-(carboxymethyl)phenyl)-pyridine followed by deblocking with 
20 hydroxylamine hydrochloride and borane methyl sulfide reduction in 89.5% yield, mp 
200-220 °C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI3. *>: 1.58 (bs. 12H). 2.02 (bs. 3H), 2.80 (m, 2H), 2.85 (m. 
2H). 4.54 (bs, 2H). 6.40 (d, J = 8, 1H), 7.03 (d. J = 7. 1H), 7.25 (m, 2H), 7.45 (t, 
J = 8, 1H), 7.83 (m. 2H). 
25 ,3 C-NMR (CDCIa, 6): 29.6, 36.7. 36.8, 41.7, 42.6, 50.5, 106.9. 110.7, 

126.9, 128.9, 137.7, 138.3, 140.7. 156.0, 158.3. 

FAB MS (%): 348 (parent + 1, 44), 135 (100). 

Anal. Calc'd. for C 23 H„N 3 2HCI 3/2H 2 0 1/2(C 4 H 10 O): C 61.98, H 8.11, N 
8.67. Found: C 61.95, H 7.90, N 8.69> 
30 EXAMPLE 116 

6-f4-[2-(Ad8mantan-2-vlamino)-ethvii-nhenvlUnvririi n .2-vlaminp- Prepared 
as in Example 112. using 2-aminoadamantane for the coupling with 2-(2,5- 
dimethylpyrrolyl)-6-(4-(carboxymethyl)phenyl)-pyridine followed by deblocking with 
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hydroxylamine hydrochloride and borane methyl sulfide reduction in 98% yield, mp 
215-230°C (dec.) as the hydrochloride salt. 

'H-NMR (CDCI 3 , 6): 1.43 <m, 2H), 1.67 (bs, 4H), 1.81 <m, 8H), 2.72 (bs, 
1H), 2.85 <m, 4H), 4.53 (bs, 2H>, 6.40 <d, J =8, 1 H), 7.04 <d, J ==7, 1H), 7.26 <m, 
5 2H), 7.45 <t, J = 8, 1H), 7.83 <m, 2H). 

13 C-NMR <CDCI 3 , 6): 27.5, 27.8, 31.3, 32.0, 37.6, 37.9, 48.1, 106.8, 
110.7, 126.8, 128.9, 137.6, 138.3, 141.0, 156.1, 158.2. 

FAB MS (%): 348 (parent* 1, 80), 135 (100). 

Anal. Calc'd. for C 23 H 29 N 3 2HCI 7/4H a O 3/4(C 4 H 10 O): C 61.53, H 8.34, N 
10 8.28. Found: C 61 .55, H 8.1 2, N 8.01 . 

EXAMPLE 117 

6.(4>f2-(lnda n-2-vlamino)-ethvl]-Dhenvl1-Dvridin-2-vlamine: 

A. 6-(4-(2-Aminoethvl)phenvt-2-(2 J 5-dimethvlDvrrolvnDvridine: To a 250 mL 
round-bottomed flask equipped with condenser and N2 inlet were added 3.04 g 

1 5 (l0.59mmol)6-(4-(cyanomethyl)phenyl-2-(2,5-dimethylpyrrolyl)pyridine, lOOmLdry 
tetrahydrofuran, and 53 mL (53 mmol) of a 1 .0 M solution of lithium aluminum 
hydride in tetrahydrofuran. The reaction was refluxed 40 h, with 20 mL lithium 
aluminum hydride reagent solution added after 24 h, cooled, and quenched carefully 
with water. The mixture was taken up in 0.5 N aqueous sodium hydroxide solution 

20 and ethyl acetate, and the organic layer was washed with water, then extracted with 
hydrochloric acid. The aqueous layer was washed with water, then adjusted to pH 
10 with aqueous sodium hydroxide solution and extracted with ethyl acetate. The 
organic layer was washed with brine, dried over sodium sulfate, and evaporated to 
an oil, 1 .37 g (43%), which was used without further purification. 

25 'H-NMR (d, CDCI 3 ): 1.6 (broad, 2H), 2.20 (s, 6H), 2.80 (m, 2H), 2.99 (m, 

2H), 5.91 (s, 2H), 7.10 (d, J=8, 1H), 7.28 (m, 2H), 7.70 (m, 1H>, 7.84 (m, 1H), 
7.98 (m, 2H). 

MS(APC»)(%): 292 (100, parent + 1). 

B. 6-{4-r2-(lndan'2-vlamino)-ethvl1-Dhenvl}-Dvridin-2-vlamine: Prepared from 
30 the above oil by reductive amination with 2-indanone using sodium cyanoborohydride 

* in methanol at room temperature in 17% yield, followed by deblocking with 
hydroxylamine hydrochloride in refluxing ethanol in 82.5% yield, mp 60-70°C (dec.) 
as the hydrochloride salt. 
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'H-NMR (CDCIj, 6): 2.72 (AB pattern, 2H), 2.91 (ddd, J = 6.6, 7, 38, 4H), 
3.14 (AB pattern, 2H), 3.64 (quintet, J = 7, 1H), 4.56 (bs, 2H), 6.40 (dd, J =0.4, 8, 
1H), 7.04 (dd, J =0.6, 7, 1H), 7.1 5 (m, 4H), 7.27 (m, 2H), 7.46 (dt, J = 0.4, 8, 1H), 
7.85 (m, 2H). 

5 13 C-NMR <CDCl 3 , 6): 36.1 , 39.9, 49.4, .59.5, 107.0, 110.8. 124.7, 126.4, 

127,0, 128.9, 137.8, 138.4. 140.4, 141.5, 156.0, 158.3. 

FAB MS <%): 330 (parent+1, 100), 197 (42), 132, (43), 117 (80). 
Anal. Calc'd. for C„H„N 3 2HCI 2H 2 0: C 60.27, H 6.67, N 9.58. Found: C 
60.35, H 6.48. N 10.00. 
10 EXAMPLE 118 

6-(4-(2-Aminoethvl)ohenvl-Dvridin-2-vlamine: Prepared by deblocking Example 
1 1 7A above using hydroxyiamine hydrochloride in refluxing ethanol in 56% yield, mp 
73-83°C (dec.) as the hydrochloride salt. 

'H-NMR (DMSO-d a , 6): 2.95 <m, 2H). 3.02 (m, 2H), 4.0 (bs, 4H). 6.96 (d, 
15 J = 9, 1H). 7.21 (d, J = 7, 1H), 7.45 (m, 2H). 7.8-8.0 (m. 3H). 

13 C-NMR (DMSO-de, 6): 25.4, 32.8, 40.4, 67.8, 110.0. 111.8, 127.5, 
129.9, 140.3. 143.8, 146,3, 155.3. 

FAB MS (%): 214 (parent + 1, 54), 135 (49), 119 (100), 103 (49). 
HRMS Calc'd. for C 13 H ie N 3 (parent + 1): 214.1344. Found: 214.1351. 
20 EXAMPLE 119 

6-f4-f2-(Bis-Dvridin-3-vlmethvl-aminol-ethvll-phenvl)-Dvridin-2-vlamine: 
Prepared from Example 1 1 7A by reductive amination with pyridine-3-carboxaldehyde 
using sodium cyanoborohydride in methanol followed by deblocking using 
hydroxyiamine hydrochloride in refluxing ethanol in 63% yield as a hygroscopic solid 
25 as the hydrochloride salt. 

1 H-NMR (CDCI 3 , 6): 2.72 (m, 2H). 2.83 (m, 2H), 3.61 (s, 4H). 6.46 (d, J = 8, 
1H), 6.97 (d. J = 7, 1H), 7.09 <m. 2H). 7.17 (m. 2H), 7.47 (t, J = 8, 1H). 7.54 (m. 
2H), 7.74 (m. 2H). 8.41 (m, 4H). 

,3 C-NMR (CDCI 3 . 6): 29.7,53.4.54.9, 107.7, 110.6, 123.6, 126.9, 129.0, 
30 134.8,136.6,139.1,140.9,148.3.149.6,154.8,158.0. 
MS (%): 396 (parent+1, 100). 

HRMS Calc'd. for C 2S H 28 N 5 (parent + 1): C 396.2188. Found: 396.2155. 
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EXAMPLE 1 20 

R.{A-f2-(Bis-Pvridin-4-vlmftthvl-am ino>-ethvll-Dhenva-DVfidin-2-vlamine: 
Prepared as in Example 1 1 9, using pyridine-4-carboxaldehyde, in 75% yield, mp 1 50- 
163°C (dec.) as the hydrochloride salt. 
5 'H-NMR (CDCI 3 , 6): 2.70 <m, 2H), 2.81 (m, 2H), 3.60 <s, 4H), 6.42 (d, J = 8, 

1H). 7.03 (d, J = 7, 1H), 7.06 (m, 2H), 7.16 (m, 4H). 7.46 (t. J = 8, 1H), 7.81 (m. 
2H), 8.46 (m, 4H). 

,3 C-NMR (CDCI 3 ,<J): 33.4, 55.4. 57.3, 107.0, 110.6, 123.3. 126.7, 128.9, 
137.7, 138.3. 140.3, 148.4, 149.7, 155.7, 158.2. 
10 MS (%): 396 (parent +1. 100). 

HRMS. Calc'd. for C 2B H Jfl N B (parent + 1): C 396.2188. Found: 396.2152. 

EXAMPLE 121 

M-{2-f4-(6-Arninn-nvridin - 2-vn-phenvH-Rthvl)-N-(1-benzvl-DiDeridin-4-vl)- 
ar.etamide : Prepared as in Example 117, using N-benzyl-4-piperidone with sodium 
15 cyanoborohydride in methanol, followed by acetylation with acetyl chloride and 
triethylamine in methylene chloride, followed by deblocking with hydroxylamine 
hydrochloride in refluxing ethanol in 44% yield, mp 60-70°C (dec.) as the 
hydrochloride salt. 

1 H-NMR <CDCI„ 6): 1.8-1.9 (m, 4H), 2.12 (s, 3H). 2.84 (m, 2H). 2.96 (m. 
20 2H). 3.40 (m, 4H), 3.50 (s, 2H). 4.59 (bs, 2H), 6.42 (t, J = 8. 1H). 7.02 (d. J = 7. 
1H), 7.2-7.4 (m. 7H>, 7.45 (dt, J = 7.8. 1H), 7.82 (m, 2H). 

"C-NMR (CDCI3, 6): 14.2. 14.7, 22.1. 22.2, 30.0, 30.8, 35.5. 37.6. 43.8. 
46.0. 53.0, 53.1, 62.9, 63.0, 107.1,. 107.2, 110.8. 126.9, 128.1, 128.2, 128.7. 
128.9. 129.2, 129.3. 137.0. 137.7. 137.8, 138.3. 138.4. 138.6. 140.2. 155.7, 
25 156.1. 158.2, 158.3, 170.2, 170.7. 

FAB MS (%): 429 (parent-*- 1 , 44), 91 (100). 

HRMS Calc'd. for C 27 H 33 N 4 0 (parent +1): C 429.2654. Found: 429.2669. 

EXAMPLE 122 

fi.f4-(4-Methvl-niDerazin-i -vlmethvh-phenvl)-Dvridin-2-y|amipe: Preparedf rom 
30 (6-(4-formylphenyl)2-(2,5-dimethylpyrrolyl)-pyridine (Example 112). using N- 
' methylpiperazine with sodium cyanoborohydride in methanol in 43% yield, followed 
by deblocking using hydroxylamine hydrochloride in refluxing ethanol in 78% yield, 
mp 240-250 C (dec.) as the hydrochloride salt. 
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'H-NMR (CDCI3, 6): 2.24 <s, 3H). 2.4-2.5 (m, 8H), 3.49 (s, 2H), 4.66 (bs, 
2H), 6.36 (d, J = 8. 1H). 7.00 (d. J = 7. 1H), 7.34 (m. 2H). 7.41 (t. J = 8, 1H), 7.81 
(m, 2H). 

13 C-NMR (CDCI 3 , 6): 46.0, 53.0, 55.1, 62.7, 107.0, 110.7, 126.7, 129.4. 
5 138.3,138.6,156.0,158.4. 

FAB MS (%): 283 (parent* 1, 82), 244 (45), 183 (100). 
Anal. Calc'd. for C 17 H 22 N 4 3HCI 2H 2 0: C 47.73, H 6.83, N 13.10. Found: 
C 47.85, H 6.78, N 12.92. 

EXAMPLE 123 

10 3-f4-(6-Ammo-DVridin-2-vl)-ben7vl1-3-az a -bicvclQ f3.1.01h BX .6-vlamin B : 
Prepared as in Example 122, using 6-(t-butoxycarbonylamino)-3-aza- 
bicyclo[3.1.0]hexane in the reductive amination in 66% yield, and in 75% yield for 
the deblocking which included trifluoroacetic acid in methylene chloride to remove 
the t-butoxycarbonyl group, mp 189-192°C (dec.) as the hydrochloride salt. 

15 ^ 'H-NMR (CDCI,, 6): 1.28 (bs. 2H), 2.34 (m, 2H), 2.51 (bs, 1H), 2.85 (m, 
2H), 3.48 (s, 2H). 3.61 (bs), 6.38 (d, J = 8, 1H). 6.90 (d, J = 7, 1H). 7.23 (m, 2H), 
7.39 (t, J = 8. 1H), 7.66 (m. 2H). 

,3 C-NMR (MeOD 4 , 6): 25.2, 32.1 , 54.4, 58.9, 107.3, 110.9, 126.7, 128.8, 
138.4. 138.5. 139.4. 156.0, 158.5. 

20 FAB MS (%): 281 (parent+1, 97), 212 (30), 183 (100). 

Anal. Calc'd. for C 17 H 19 N 4 3HCI 1/2H 2 0: C 70.56, H 7.31, N 19.36. Found: 
C 70.76, H 7.15, N 19.17. 

EXAMPLE 124 

6-f4-[2-(Bis-Cvclohexvlmethvl-aminnl-athvll-nhan y|)-Dvridin-2-vlaminflr refer 
25 to Scheme 2: 

A, N.N-Dibenzvl(4-bromoDhenvl )acetamide : To a 100 mL round-bottomed flask 
equipped with N 2 inlet were added 1 .075 g (5 mmol) 4-bromophenylacetic acid, 
0.961 mL (5 mmol) dibenzylamine, 20 mL dry acetonitrile, 10 mg 1- 
hydroxybenzotriazole, 959 mg (5 mmol) EDAC. and 1.74 mL (12.5 mmol) 
30 triethylamine. The reaction was stirred at room temperature for 36 hr. poured into 
aqueous sodium bicarbonate solution, and extracted into ethyl acetate. The organic 
layer was washed with water aqueous citrate, water, and brine, dried over sodium 
sulfate, and evaporated to give 2.0 g (100%) of an oil which was used directly. 
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'H-NMR (CDCI 3 . 6): 3.705 <s, 2H), 4.43 (s. 2H), 4.61 <s, 2H), 7.1-7.4 (m, 

14H). 

,3 C-NMR (CDCI,,*): 40.1,48.5. 50.2. 120.9, 126.3, 127.5. 127.8, 128.3. 
128.6, 129.1. 130.7, 130.8, 131.7, 134.0, 136.2, 137.1, 171.1. 
5 MS (%): 393/395 (parent +1, 98/100). 

B, N.N-Pibenzvl-2-(4-bromophBnvl)flthiin« ?m j Pfl . To a 100 mL round . 
bottomed flask equipped with condenser and N2 inlet were added the above oil (5 
mmol). 25 mL dry tetrahydrofuran. and 7.5 mL (15 mmol) of a 2.0M solution of 
borane methyl sulfide in tetrahydrofuran. The reaction was refluxed 18 hr, cooled, 
10 and evaporated. The residue was taken up in 25 mL ethanol. and treated with 1 g 
sodium carbonate and 1 g cesium fluoride, then refluxed 1 8 hr. The reaction was 
cooled, evaporated, and the residue taken up in water/ethyl acetate. The organic 
layer was separated, washed with water and brine, dried over sodium sulfate, and 
evaporated. The resulting oil (1.75 g, 92%) was used directly. 
1 5 'H-NMR (CDCI 3 , 6): 2.70 (m, 2H), 2.75 (m, 2H), 3.65 (s, 4H), 6.95 (d, J = 8. 

1H). 7.2-7.4 (m, 13H). 

13 C-NMR (CDCI,, 6): 33.0, 54.8, 58.3, 1 19.6, 126.9, 128.2, 128.7. 130.7. 
131.2, 139.563, 139.635. 

MS (%): 380/382 (parent+1, 95/100). 

20 C, 3-(g.5-PirnethYlDVrrol-1-vl)-6-(4-(2-(N.N-dihHr. y vl fl mj p o ) et hvnnh fl nvll. 

PYrid'ne : To a 1 00 mL three-necked round-bottomed flask equipped with septum and 
N2 inlet were added 1.75 g (4.60 mmol) of N,N-dibenzyl-2-(4- 
bromophenyDethaneamine and 1 6 mL dry ether. The solution was cooled to -70 °C. 
and 3.45 mL of a 1.6 M solution (5.53 mmol) of butyl lithium in hexanes added 

25 dropwise over 5 min. The reaction was stirred 5 min at -70°C, then warmed to 
room temperature, and a solution of 0.950 g (5.53 mmol) 2-(2.5-dimethylpyrrol-1 -yl)- 
pyridine in 5 mL dry ether added over 3 min. The reaction turned to dark orange and 
then dark red as it was stirred at room temperature for 6 hr, then quenched with 
aqueous ammonium chloride. The organic layer was diluted with ethyl acetate and 

30 separated, washed with aqueous ammonium chloride and brine, dried over sodium 
sulfate for 14 hr in the air (to permit air oxidation to the pyridine) and evaporated. 
The residue was chromatographed on silica gel using 1 0% ethyl acetate in hexane 
as eluant to afford the product as an oil, 860 mg (40%). 
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^H-NMR (CDCI3, 6): 2.45 (s, 6H), 2.94 <m, 2H), 3.04 (m, 2H), 3.84 <s, 4H), 
6.18 (s, 2H>, 7.24 <d, J = 8, 1H), 7.3-7.5 {m, 12H), 7.83 <d, J = 8, 1H), 7.92 <t, 
J = 8, 1H), 8.17 (m, 2H). 

13 C-NMR (CDCI3, 6): 13.8, 33.5, 55.1, 58.5, 107.3, 118.2, 119.7, 127.0, 
5 128.4, 128.8, 128.9, 129.1, 129.5, 138.7, 139.85, 142.4, 151.8, 157.0. 
MS (%): 472 (parent* 1, 100>. 

D. 2-(2.5-DimethvlDvrrol-1-vl)-6-(4- (2-aminoethvnDhenv»-Dvridine: To a 100 
mL three-necked round-bottomed flask equipped with septum and N2 inlet were 
added 860 mg (1.826 mmol) 2-(2,5-dimethylpyrrol-1-yI)-6-(4-(2-(N,N- 

10 dibenzylamino)ethyl)phenyl)-pyridine, 576 mg (9.13 mmol, 5 eq.) ammonium 
formate, 20 mL ethanol, and 100 mg 10% Pd-C. The reaction was refluxed 2 hr, 
and additional portion of ammonium formate and palladium added, and refluxing 
continued another 1 hr. The cooled reaction was filtered through Celite using 
ethanol and methylene chloride, and the filtrate evaporated. The residue was taken 

15 up in aqueous sodium bicarbonate solution and ethyl acetate, the aqueous layer 
reextracted with ethyl acetate, and the organic layer separated and washed with 
brine, dried over sodium sulfate, and evaporated. The crude oil, 430 mg (81 %) was 
used directly. 

'H-NMR (CDCI3, 6): 2.20 (s, 6H), 2.4 (bs, 2H>, 2.80 (m, 2H), 2.98 (m, 2H), 
20 5.91 (s, 2H), 7.09 (d, J = 8, 1H), 7.26 (m, 2H), 7.69 (d, J = 8, 1H), 7.82 (t, J = 8, 
1H), 7.99 (m, 2H). 

13 C-NMR (CDCI3, 6): 14.2,39.3,43.2,60.4,106.9,118.1,119.7, 127.0, 
129.3, 136.5, 138.6, 141.0, 151.6, 156.7. 
MS (%): 292 (parent + 1, 100). 

25 E. 2-(2.5-Dimethvlovrrol-1-vn-6-(4-r2-(bis-cvcl ohexvlmethvl-amino>-ethvn-Dhenvl)- 
pyridine : To a 1 00 mL round-bottomed flask equipped with N 2 inlet were added 215 
mg (0.739 mmol) 2-(2,5-dimethylpyrrol-1-yl)-6-(4-{2-aminoethyl)phenyl)-pyridine, 
1 79 uL (1 .48 mmol) cyclohexanecarboxaldehyde, 7 mL methanol, and 93 mg (1 .48 
mmol) sodium cyanoborohydride. The reaction was stirred at room temperature for 

30 18 h, poured into dilute aqueous sodium bicarbonate solution, and extracted into 
ethyl acetate. The organic layer was washed with water and brine, dried over 
sodium sulfate, and evaporated. The residue was chromatographed on silica get 
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using ethyl acetate/hexane as eluant to afford the product, 134 mg (37.5%) as an 
oil. 

'H-NMR (CDCI 3 . 6): 0.84 (m. 4H), 1 .20 (m, 6H), 1 .40 (m, 2H), 1 .69 <m. 6H), 
1.78 <m, 2H), 2.2 <m. 6H), 2.24 (s. 6H), 2.63 (m, 2H), 2.76 <m, 2H), 5.96 (s, 2H), 
5 7.12 <d. J = 8. 1H), 7.30 (m. 2H), 7.73 (d, J = 8. 1H), 7.85 (t, J=8. 1H), 8.01 <m. 
2H). 

"C-NMR (CDCI,. 6): 13.5, 26.3, 27.0, 31 .9, 33.5, 36.4. 57.2, 62.4, 106.9, 
118.0, 119.5, 126.8 , 128.7, 129.3, 135.9, 138.5, 143.0, 151.6, 157.0. 
MS (%): 484 (parent* 1. 100). 
10 F. 6-(4-f2-(Bis-cvclohexvlmethvl-aminn>-ethvn-nhRn V |)- PV ridin-2-vl a min>>- To a 100 
mL round-bottomed flask equipped with condenser and N a inlet were added 1 34 mg 
(0.277 mmol) 2-(2.5-dimethylpyrrol-1 -yl)-6-{4-[2-(bis-cyclohexylmethyl-amino)-ethyl)- 
phenyl}-pyridine, 96 mg (1 .387 mmol) hydroxylamine hydrochloride, 1 mL water and 
5 mL ethanol. The solution was heated at 80 °C for 35 h, cooled, and poured into 
1 5 dilute aqueous hydrochloric acid. The aqueous layer washed with ethyl acetate, the 
pH adjusted to 1 1 with 1 N sodium hydroxide solution, and extracted with ethyl 
acetate. The organic layer was washed with brine, dried over sodium sulfate, and 
evaporated. The resulting oil was taken up in ether and precipitated using 1 N HCI 
in ether. The product was collected as a tan solid, mp 75-85 °C, 68 mg (51 %). 
20 'H-NMR <CDCI 3 . 6): 0.8 1 (m, 6H), 1 .24 (m, 6H), 1 .38 (m. 2H), 1 .66 (m, 6H), 

1.74 (m. 2H), 2.17 (d, J = 7, 4H), 2.60 (m. 2H), 2.70 (m, 2H), 4.55 (bs. 2H). 6.40 
(d, J = 8. 1H), 7.04 (d, J = 7, 1H), 7.23 (m. 2H), 7.45 (t. J = 8, 1H), 7.81 (m, 2H). 

,3 C-NMR (CDCI,, <f): 26.3, 27.0, 31.9, 33.4, 36.4, 57.2. 62.4, 106.8, 
110.7, 126.7, 129.0. 137.2, 138.3. 142.0, 156.2, 158.3. 
25 MS (%): 406 (parent* 1, 100). 

Anal. Calc'd. for C 27 H 39 N 3 2HCI 2H 2 0: C 63.02, H 8.81, N 8.17. Found: C 
62.54, H 8.92, N 8.56. 

EXAMPLE 125 

6-f4-t2-(4-Phenvl-butvlamino)-ethv ll-phenvl}-nvridin-2-vlaminft: 
30 A. N-(2-(2.5-DimethvlDvrrol- 1-vl)-6-ethvl1-Dhenvl>-ovridvl)-(3- 

phenvlbutvramide): To a 1 00 mL round-bottomed flask equipped with N 2 inlet were 
added 200 mg (0.687 mmol) 2-(2,5-dimethylpyrrol-1 -yl)-6-(4-(2-aminoethyl)ph nyl)- 
pyridine (Example 100D), 113 mg (0.687 mmol) 3-phenylbutyric acid. 132 mg 
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CO. 687 mmol) EDAC, 1 0 mg N-hydroxybenzotriazole, 5 mL dry acetonitrile, and 211 
uL (1.51 mmol) triethylamine. The reaction was stirred at room temperature for 12 
h, poured into dilute aqueous citrate solution, and extracted into ethyl acetate. The 
organic layer was washed with water, aqueous sodium bicarbonate solution, and 
5 brine, dried over sodium sulfate, and evaporated. The resulting yellow oil, 300 mg 
(100%) was used directly. 

'H-NMR (CDCI 3 , <J): 1.28 (m, 2H), 2.23 <s, 6H), 2.61 (m, 2H), 2.85 (m, 4H), 
3.51 <m, 2H), 5.95 (s, 2H), 7.1-7,4 (m, 8H), 7.70 (d, J = 8, 1H), 7.85 <t, J = 8, 1H), 
8.00 (m, 2H). 

10 13 C-NMR (CDCI3, 6): 13.5, 27.1, 35.2, 35.5, 35.8, 40.4, 107.0, 118.2, 

119.8, 125.9, 127.2, 128.4, 128.5, 128.6, 129.2, 136.7, 138.0, 140.5, 141.5, 
151.7, 156.6, 172.8. 

MS (%): 438 (parent* 1, 100). 
B2-(2.5-DimethvlDvrrol-1-vl^ 

15 To a 1 00 mL round-bottomed flask equipped with condenser and N 2 inlet were added 
300 mg (0.687 mmol) N-(2-(2,5-dimethylpyrrol-1-yl)-6-ethyl]-phenyl)-pyridyl)-(3- 
phenylbutyramide), 10 mL dry tetrahydrofuran, and 1 .0 mL (2.06 mmol) of a 2.0 M 
solution of borane methyl sulfide in tetrahydrofuran. The reaction was refluxed 20 
h, cooled, and evaporated. The residue was taken up in 40 mL ethanol, treated with 

20 1 g sodium carbonate and 0.5 g cesium fluoride, and refluxed 40 h. The reaction 
was cooled and evaporate, and the residue taken up in ethyl acetate/water. The 
organic layer was separated, washed with water and brine, dried over sodium 
sulfate, and evaporated. The residue was chromatographed on silica gel using 
methanol/methylene chloride as eluant to afford the product as a low-melting solid, 

25 13 mg (4.5 %). 

'H-NMR (CDCI3, 6): 1.67 (m, 2H), 1.97 (m, 2H), 2.18 <s, 6H), 2.58 (m, 2H), 
2.93 (m, 2H), 3.14 (m, 2H>, 3.25 (m, 2H), 5.91 <s, 2H), 7.1-7.3 (m, 8H), 7.66 (d, 
J = 8, 1H), 7.82 (t, J=8, 1H), 7,96 (m, 2H). 

13 C-NMR (CDCI3, 6): 13.4, 26.1, 28.6, 33.8, 35.3, 47.9, 49.0, 107.0, 

30 118.2, 119.9, 126,0, 127.4, 128.3, 128.4, 129.1, 138.2, 138.6, 141 .4,. 1 51 .7, 
156.4. 

MS {%): 424 (parent + 1, 100). 
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C 6-{4-r2-(4-Phflnvl-butvlamino)-e thvl1-nhenvl}-Pvridin-2-vlamine: To a 100 
mL round-bottomed flask equipped with condenser and N 2 inlet were added 1 3 mg 
(0.0307 mmol) 2-(2.5-dimethylpyrrol-1 -yl)-6-{4-[2-<4-phenylbutyl)-ethyl]-phenyl}- 
pyridine, 21 mg {0.307 mmol) hydroxylamine hydrochloride. 4 mL ethanol, and 1 mL 
5 water. The reaction was refluxed 40 h,. cooled, and poured into water and extracted 
into ethyl acetate. The organic layer was separated, washed with water and brine, 
dried over sodium sulfate, and evaporated. The residue was taken up in ether and 
precipitated with 1 N HCI in ether to afford a hygroscopic solid, 3 mg (23%). 

'H-NMR (CDCI 3 , 6): 1 .49 (m, 2H). 1 .59 (m, 2H), 2.59 (m, 4H), 2.84 (m, 4H), 
10 4.54 (bs. 2H). 6.42 (d. J = 8, 1 H), 7.03 (d, J = 7.5, 1H), 7.14 (m, 2H). 7.24 (m. 5H), 
7.46 <t. J = 8. 1H), 7.82 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 29.1, 29.6, 35.8, 35.9. 49.6. 50.9, .106.9, 110.8,. 
125.6. 126.9. 127.1, 128.2, 128.4, 128.9, 138.3, 140.5. 142.4. 156.1. 158.2. 

MS (%): 346 (parent + 1 , 100). 

15 EXAMPLE 126 

R.{4-f2-(5-Phanvl-pentvl» minoWethvll-nhpnvn-pvridin-2-vlamine: Prepared as 

in Example 100A, using 4-phenyl pentanoic acid, with a 45% yield in the final step, 
as a solid, mp 60-70°C. 

1 H-NMR (CDCI,, 6): 1 .31 (m. 2H), 1 .50 (m, 2H), 1 .60 (m. 2H). 2.58 (m, 4H), 
20 2.87 (m, 4H), 4.49 (bs, 2H), 6.42 (d, J = 8. 1H). 7.04 (d, J = 7. 1H), 7.14 (m, 2H), 
7.24 (m, 5H), 7.47 (t, J = 8. 1H>, 7.83 (m, 2H). 

,3 C-NMR (CDCU. 6): 26.9. 29.6. 31.3, 35.8. 49.6. 50.9. 106.9. 110.7, 
125.6, 126.9, 128.2, 128.4. 128.9. 137.8, 138.3, 142.6. 158.2. 
MS (%): 360 (parent + 1 , 100). 
25 EXAMPLE 1 27 

fi-{4-[3.(1.2.3.4-Tetrahvri ro-naphthalfln-2-vlamino)-oroDvll-phenvl>-pyridin-2- 
ylamine : Prepared using 2-<2,5-dimethylpyrrol-1-yl)-6-(4-(3-aminopropyl)phenyl)- 
pyridine. which was prepared as in Example 100, starting from 3-(4-bromophenyl)- 
propionic acid, which was prepared as follows: To a 500 mL round-bottomed flask 
30 equipped with addition funnel and N a inlet were added 45 mL formic acid, which was 
" cooled to 0°C, followed by dropwise addition of 67 mL triethylamine. The resulting 
solution was warmed to room temperature, followed by addition of 9.25 g (50 mmol) 
of 4-bromobenzaldehyde and 7.21 g (50 mmol) of Meldrum's acid. The reaction was 
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heated to 95°C over 1 h, then heated at 95-100°C for 2 h. The reaction was 
cooled, poured into ice/water, and the pH adjusted to 1 with 6 N hydrochloric acid. 
The mixture was let stand at 0°C for 14 h, and the precipitate collected, washed 
with water, and taken up in ethyl acetate and extracted with aqueous sodium 
5 bicarbonate solution. The aqueous layer was washed with ethyl acetate, then the 
pH adjusted to 1 with 6 N hydrochloric acid followed by extraction with ethyl 
acetate. The organic layer was washed with brine, dried over sodium sulfate, and 
evaporated to a solid, 4.56 g (40%). 

'H-NMR (CDCI 3 , 6): 2.66 <t, J = 7, 2H>, 2.92 (t, J = 7, 2H>, 7.1 (m, 2H), 7.45 
10 (m, 2H). 

13 C-NMR (CDCI3, 6): 29.9, 35.3, 120.2, 130.0, 131.6, 139.0, 178.8. 
The remaining steps were carried out following Example 124 to make 2-(2,5- 
dimethylpyrrol-1-yl)-6-(4-(3-aminopropyl)phenyl)-pyridine, which was then converted 
as follows: To a 100 mL round-bottomed flask equipped with N 2 inlet were added 

15 300 mg (0.984 mmol) 2-(2,5-dimethylpyrrol-1-yl)-6-(4-(3-aminopropyl)phenyl>- 
pyridine, 156 uL (1.18 mmol) 1 ,2,3,4-tetrahydronapthalen-2-one, 7 mL methanol, 
and 74 mg (1.18 mmol) sodium cyanoborohydride, followed by 3 mL of 1 N HCI in 
methanol. The reaction was stirred at room temperature for 6 h, poured into 
aqueous sodium bicarbonate solution, and extracted into ethyl acetate. The organic 

20 layer was washed with water and brine, dried over sodium sulfate, and evaporated. 
The residue was chromatographed on silica gel using methanol/methylene chloride 
aseluanttoafford2-(2,5-dimethylpyrrolyl)-6-{4-[3-(1,2,3,4-tetrahydro-naphthalen-2- 
ylamino)-propyl]-pheny(}-pyridine as an oil, 120 mg (28%). 

'H-NMR (CDCI3, 6): 1.70 (m, 1H), 1 .99 (m, 2H), 2,1 1 (m, 1H), 2.205 (s, 6H), 

25 2.7-2.9 (m, 6H), 3.04 (m, 3H), 3.6 (bs, 1H), 5.92 <s, 2H) # 7.0-7.2 (m, 5H), 7.27 <m, 
2H), 7.69 (d, J = 8, 1H), 7.84 (t, J^8, 1H), 7.96 (m, 2H). 

13 C-NMR (CDCI3, 6): 13.5, 27.9, 28.4, 30.5, 33.2, 45.9, 54.0, 106.9, 
118.1, 119.6, 125.8, 126.0, 127.0, 128.6, 128.8, 129.3,. 134.2, 138.6, 142.9, 
151.6, 156.8. 

30 MS (%): 436 (parent* 1, 100). 

The oil was taken up 5 mL ethanol and 1 mL water and treated with 96 mg 
(1 .38 mmol, 5 eq.) hydroxylamine hydrochloride at 80 °C for 36 h. The reaction was 
cooled, poured into dilute aqueous hydrochloric acid, and washed with ethyl acetate. 
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The pH of the aqueous layer was adjusted to 10 with 1 N sodium hydroxide solution 
followed by extraction with ethyl acetate. The organic layer was washed with brine, 
dried over sodium sulfate, and evaporated to afford an oil, 65 mg (66%). which was 
converted to the hydrochloride salt using HCI in ether, mp 120-130°C. 
5 ^H-NMR (CDCI 3 , 6): 1 .57 (m, 2H>, 1 .87 (m, 2H), 2.6-3.0 (m, 9H), 4.58 <bs, 

2H), 6.40 (d, J = 8, 1H), 7.0-7.1 (m, 5H), 7.25 On. 2H), 7.46 9t. J = 8. 1H), 7.83 
(m, 2H>. 

13 C-NMR (CDCIj, 6): 28.1, 29.6, 31.9, 33.5, 36.8, 46.6, 53.6. 106.9. 
110.7, 125.7, 125.8. 126.8, 128.6, 128.7, 129.4. 135.3. 136.3, 137.4, 138.4. 
10 142.6. 156.1,158.3. 

MS (%): 358 (parent +1. 100). 

Anal. Calc'd. for C J4 H J7 N S 2HCI 2/3H 2 0: C 65.1 5. H 6.91 , N 9.50. Found: 
C 65.01. H 7.10. N 9.22. 

EXAMP15 128 

15 6-{4-r2-(4-Phenethvl-piDBrazin-1-vl)-e thvl1-Dhenvn-4-methvl-ovridin-2-vlamine: 

refer to Scheme 3: \ 

A. ((4-lodoohenvl)acetvn-phenethvlpiperazine: To a 1 00 mL round-bottomed 

flask equipped with N 2 inlet were added 1 .0 g (3.8 1 6 mmol) 4-iodophenylacetic acid. 

725 mg (3.816 mmol) phenethylpiperazine, 10 mL dry acetonitrile, 10 mg 1- 
20 hydroxybenzotriazole. 732 mg (3.816 mmol) EDAC, and 1.17 mL (8.395 mmol) 

triethylamine. The reaction was stirred at room temperature for 1 6 hr, evaporated, 

and chromatographed on silica gel using methanol/methylene chloride as eluant to 

afford 1.74 g (100%) of a low-melting solid. 

'H-NMR (CDCI„ 6): 2.34 (m, 2H), 2.45 <m, 2H). 2.58 (m, 2H), 2.75 (m, 2H), 
25 3.43 (m. 2H), 3.63 (s, 2H), 3.65 (m, 2H), 6.97 (m, 2H), 7.1 7 (m, 3H), 7.25 (m. 2H), 

7.62 (m, 2H). 

13 C-NMR (CDCI 3 . 6): 33.5, 40.2. 41 .8, 46.0. 52.7, 53.2, 60.1 . 92.2, 126.1 . 
128.4, 128.5, 128.7,.130.8,. 134.8, .137.7, 139.95. 168.7. 

MS (%): 435 (parent +1, 100). 
30 B. ((4-lodophenvl)ethvl)-ohenethv lpioerazine: To a 1 00 mL round-bottomed 

flask equipped with condenser and N2 inlet were added 1.66 g (3.8 mmol) ((4- 
iodophenyOacetyD-phenethylpiperazine, 15 mL dry tetrahydrofuran, and 5.73 mL 
(1 1 .46 mmol) of a 2.0 M solution of borane methyl sulfide in tetrahydrofuran. The 
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reaction was refluxed 18 hr, cooled, and evaporated. The residue was taken up in 
25 mL ethanol, and treated with 1 g sodium carbonate and 1 g cesium fluoride, then 
refluxed 1 8 hr. The reaction was cooled, evaporated, and the residue taken up in 
water/ethyl acetate. The organic layer was separated, washed with water and brine, 
5 dried over sodium sulfate, and evaporated. The resulting solid, mp 91-93°C (0.74 
g, 46%) was used directly. 

1 H-NMR (CDCI 3 , 6): 2.5-2.7 (m, 12H), 2.71 <m, 2H), 2.77 (m, 2H), 6.94 (m, 
2H), 7.19 (m, 3H), 7.26 <m, 2H>, 7.58 (m, 2H). 

13 C-NMR (CDCI 3 , 6): 33.1, 33.6, 53.2, 60.2, 60.6, 91.1, 126.0, 128.4, 
10 128.7, 130.8, 137.4, 140.0, 140.3. 

MS (%): 420 (parent +1, 100). 

C. 2-(2.5-PimethvlDvrrolvl)-4-methvlovridine: To a 250 mL round-bottomed 
flask equipped with condenser were added 10.8 g (100 mmol) 2-aminopyridine, 1 1 .7 
mL (100 mmol) hexane-2,5-dione, and 0.5 mL concentrated hydrochloric acid. The 

1 5 reaction was heated slowly to 150°C over 2 hr, then at 1 65-1 70°C for 2 hr, and 
cooled. The residue was poured into aqueous sodium bicarbonate solution, extracted 
into ethyl acetate, and the organic layer washed with water and brine, dried over 
sodium sulfate, and evaporated. The residue was chromatographed on silica gel 
using ethyl acetate in hexane as eluant to afford a low-melting solid, 1 5.36 g (83%). 

20 'H-NMR (CDCI3, 6): 2.1 1 (s, 6H), 2.41 (s, 3H), 5.87 (s, 2H), 7.02 (bs, 1H), 

7.10 <m, 1H), 8.44 (d, J = 5, 1H). 

13 C-NMR (CDCI3, 6): 13.1, 21.0, 106.7, 122.75, 123.4, 128.5. 149.0, 
149.4, 152.2. 

MS (%): 187 (parent* 1, 100). 

25 D, 2-(2,5-DimethvlDvrrol-1-vl)-4-mathv U6-(4-(2-(DhenethvlDiDera2in-4. 

Yltetfrvl)phenYl)-pyrjtline: To a 1 00 mL three-necked round-bottomed flask equipped 
with septum and N 2 inlet were added 440 mg (1 .05 mmol) of ((4-iodophenyl)ethyl)- 
phenethylpiperazine and 5 mL dry ether. The solution was cooled to -70°C, and 
0.625 mL of a 1 .6 M solution (1 .0 mmol) of butyl lithium in hexanes added dropwise 

30 over 5 min. The reaction was stirred 5 min at -70 °C, then warmed to room 
temperature, and a solution of 186 mg (1.0 mmol) 2-(2,5-dimethylpyrrol-1-yl)-4- 
methyl-pyridine in 5 mL dry ether added over 3 min. The reaction turned to dark 
orange and then dark red as it was stirred at room temperature for 5 hr, then 
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quenched with aqueous ammonium chloride. The organic layer was diluted with 
ethyl acetate and separated, washed with aqueous ammonium chloride and brine, 
dried over sodium sulfate for 14 hr in the air (to permit air oxidation to the pyridine) 
and evaporated. The residue was chromatographed on silica gel using aqueous 
5 acetonitrile as eluant to afford the product as an oil, 165 mg (34.5%). 

'H-NMR (CDCI 3 , 6): 2.19 <s, 6H), 2.45 <s, 3H), 2.6-2.9 (m, 16H), 5.90 (s, 
2H), 6.93 <m, 2H), 7.20 <m, 3H), 7.27 (m, 3H), 7.57 (m, 2H), 7.96 (d, J = 8, 1H). 

13 C-NMR (CDCI3, 6): 13.5, 21.3, 33.0, 33.5, 53.0, 60.0, 60.4, 106.7, 
119.2, 120.5, 126.1, 127.0, 128.4, 128.6, 128.7, 129.1, 130.8, 137.4, 139.8, 
10 140.1, 151.8, 156.5. 

MS (%): 479 (parent+1, 100). 
E. 6-(4-(2-(PhenethvlDiDerazin-4-vl)ethvl)Dhenvn-4-methvl- ovridinvl-2>am»ne: To a 
100 mL three-necked round-bottomed flask equipped with septum and N 2 inlet were 
added 165 mg (0.345 mmol) 2-(2,5-dimethylpyrrol-1-yl)-4-methyl-6-(4-(2- 
1 5 (phenethylpiperazin-4-yl)ethyl)phenyl)-pyridine, 1 20mg(1 .726 mmol) hydroxylamine 
hydrochloride, 1 mL water, and 5 mL ethanol. The reaction was refluxed 14 hr, 
cooled, evaporated, and taken up in ethyl acetate. The organic layer was washed 
with water and brine, dried over sodium sulfate, and evaporated. The residue was 
chromatographed on silica gel using methanol/methylene chloride as eluant to afford 
20 an oil, which was converted to the hydrochloride salt using 1 N HCI in ether to give 
18 mg (10%), mp 242-250°C. 

'H-NMR (CDCI3, 6): 2.22 (s, 3H), 2.63 (m, 4H), 2.79 (m, 1 2H), 6.24 (s, 1 H), 
6.80 (s, 1H), 7.1-7.3 (m, 7H), 7.71 (m, 2H). 

13 C-NMR (CDCI3, 6): 21.1, 32.8, 33.0, 52.6, 59.9, 60.1, 107.7, 112.6, 
25 126.2, 127.0, 128.4, 128.6, 128.8, 139.5, 140.2, 149.8, 158.4. 
MS (%): 401 (parent+1, 100). 

EXAMPLE 129 

6-f4-r3-(4-Phenethvl-PtDera2in-1-vn-DroDvl l-Dhenvl}-Dvridin-2-vlamine : 
Prepared as in Example 128, starting from 3-(4-bromophenyl)-propionic acid, 
30 prepared in Example 125, concluding with deblocking with hydroxylamine 
hydrochloride, affording a residue which was purified by column chromatography 
using methanol/methylene chloride to give a 46% yield of an oil, which was 
converted to the hydrochloride salt using 1 N HCI in ether to give mp 125-140°C. 
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'H-NMR (CDCI3. 6): 1 .87 <m, 2H), 2.40 (m, 4H), 2.5-2.7 (m. 10H), 2.81 (m, 
2H). 4.73 (bs, 2H), 6.38 (d, J=8. 1H), 7.01 (d. J = 7.5. 1H), 7.1-7.3 <m, 7H), 7.44 
(t, J = 8, 1H), 7.80 <m, 2H). 

13 C-NMR (CDCI3, 6): 28.3. 32.7,. 33.5, 53.0, 57.95, 60.5, 107.0. 110.7, 
5 126.0, 126.9, 128.4, 128.6, 137.3, 138.0, 138.4, 140.3, 142.6, 156.2, 158.4. 
MS (%): 401 (parent* 1, 100). 

Anal. Calc'd. for Cj a H 32 N 4 3HCI H 2 0: C 59.15, H 7.06, N 10.61 Found: C 
58.67, H 7.02, N 11.23. 

EXAMPLE 130 

1 0 6-f3-f2-(4-Phenethvl-DiDerazin-1-vl)-ethvn-nhftn vn.Dvridin-2-vlaminft : Prepared 

using the procedures in Example 1, with 3-aminophenethyl alcohol as starting 
material, with the final condensation step proceeding in 25% yield after 
chromatography on silica gel using methanol/methylene chloride as eluant. The 
product was precipitated from ether as the hydrochloride salt using 1 N HCI in ether, 

15 mp 120°C (dec). 

1 H-NMR (<$, CDCI3): 2.5-2.7 (m, 12H), 2.80 (m, 2H), 2.87 (m, 2H), 4.54 (bs. 
2H). 6.41 (d. J = 8, 1H>. 7.05 (d, J = 7, 1H), 7.20 (m, 4H). 7.25 <m, 2H), 7.33 (t, 
J = 8. 1H), 7.46 (t, J = 8, 1H), 7.73 (m, 1H), 7.78 (s. 1H). 

13 C-NMR [S, CDCI,): 33.6, 33.7. 53.2. 60.5. 60.6. 107.1, 111.0, 124.6. 

20 126.0, 127.2. 128.4, 128.6. 128.7, 129.0, 138.3, 139.8, 140.3, 140.6, 156.2, 
158.3. 

MS (%>: 387 (parent+1. 100). 

Anal. Calc'd. for C J5 H 30 N 4 -2HCI 1/2CH 2 CI, H 2 0: C 58.91, H 6.19, N 10.78. 
Found: C 59.22, H 6.64, N 10.38. 

25 EXAMPLE 131 

6-/4-f2-(4-Amino-2.6-dimethvl-pip eridin-1-vl)-ethvn-Dhenvl}-Dvridin-2-vlamine 
(cis diastereomer) : Prepared as in Example 108, using the trans isomer of N-benzyl- 
2,6-dimethylpiperidin-4-one from Example 108 A, with the final step in 92% yield, 
as the hydrochloride salt. 

30 'H-NMR (CDCI3, 6): 1 .05 <m, 6H), 1 .47 <m, 2H). 1 .71 (m, 2H). 2.54 (m, 2H), 

2.71 (m, 2H), 2.83 (m, 2H), 3.34 (m, 1H), 4.49 (bs, 2H), 6.41 (d, J = 8, 1H), 7.05 
(d, J = 8, 1H), 7.25 (m, 2H), 7.46 (t. J = 8, 1H). 7.82 (m. 2H). 
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13 C-NMR <CDCI 3 , 6): 11.3, 21.4. 35.6, 41.4, 44.1, 45.5. 48.8, 51.1, 51.2, 
106.8. 110.7, 126.7. 128.9, 137.5. 138.3. 141.5, 156.1, 158.2. 

FAB MS (%): 325 (parent+ 1 , 4), 279 (20), 167(45), 149(100). 113(36). 
HRMS Calc'd. for C ao H 29 N 4 (parent + 1): 325.2392. Found: 325.2369. 
5 EXAMPLE 132 

6-{4-f2-(4-Amino-2.6-diisoDroDvl-DiDBridin-1-vl )-ethvll-phenvl>-ovridin-2- 
vlamine (cis diastereomer) : Prepared as in Example 1 08 using isopropanal, to afford 
the product as an oil in 90% yield in the final step, which was converted to the 
hydrochloride salt as an amorphous solid. 
1 0 'H-NMR (CDCI,. 6): 0.8-1 .0 (m, 1 2H), 1 .60 (m, 4H), 1 .84 (m, 2H), 2. 1 3 <m, 

1H), 2.37 (m, 1H), 2.51 (m, 1H), 2.65 (m, 2H), 2.76 (m, 2H), 4.54 (bs, 2H), 6.39 
(d, J = 8. 1H). 7.03 (d, J = 8, 1H). 7.21 (m, 2H), 7.44 (t, J=8, 1H), 7.81 (m, 2H). 

,3 C-NMR (CDCI,. 6): 20.6, 20.8, 21 .1 . 27.1 , 29.6, 29.9, 33.9, 36.6, 46.2, 
47.8, 60.4, 63.0, 1 06.7. 1 1 0.6, 1 26.6, 1 28.9, 1 37.2, 1 38.2, 141 .5, 1 56.0, 1 58.2. 
15 APCI MS (%): 381 (parent +1, 100). 

EXAMPLE 133 

6-{4-r2-(4-lsobutvl-oiperazin-1-vh-1-methvl-ethvl1-DhBnvl)-pvridin-2-vlamine 
A. 2-(2.5-DimethvlPvrrolvl)-6-((4-(1-cvanoethvl)phenvl))-pvridine: To a 1 00 
mL round-bottomed flask equipped with septum and N 3 inlet were added 500 mg 
20 (1.74 mmol) 2-(2,5-dimethylpyrrolyl)-6-(4-(cyanomethyl)phenyl))-pyridine (Example 
112) and 17 mL dry tetrahydrofuran. The solution was cooled to -78 °C, and 1 .92 
mL (1.92 mmol) of a 1.0 M solution of lithium bistrimethylsilylamide was added 
dropwise over 3 minutes. After stirring for 1 5 minutes, 0.23 mL (3.66 mmol) methyl 
iodide was added, and stirring continued at -78 °C for another 15 minutes. The 
25 reaction was then poured into aqueous ammonium chloride and extracted into ethyl 
acetate. The organic layer was washed with brine, dried over sodium sulfate, and 
evaporated. The residue was chromatographed on silica gel with hexane/ethyl 
acetate as eluant to afford 404 mg (77%) of an oil. 

'H-NMR (CDCI3, 6): 1.67 (d. J = 7. 3H). 2.22 (s. 6H). 3.96 (q. J = 7. 1 H), 
30 5.95 (s. 2H). 7.17 (d, J = 8, 1H), 7.45 (m, 2H), 7.75 (d. J=8, 1H), 7.89 (t, J = 8, 
~1H), 8.10 (m. 2H). 

13 C-NMR (CDCI 3 ,<J): 13.5. 21.4,31.1. 107.1, 118.3, 120.2, 121.4, 127.2. 
127.7, 128.7, 138.2. 138.3. 138.8. 141.8. 156.0. 
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IR (neat, KBr): 2240 <CN). 

FAB MS (%): 302 (parent + 1 , 4), 279 (20), 167 (45), 149 (100), 113 (36). 

B. 2^2.S-Dimethvlpvrrolvi)-6-((4-(1-carboxvBthvl)phenvl))-Dvridine: To a 100 
mL round-bottomed flask equipped with condenser and N 2 inlet were added 400 mg 
5 (1 .33mmol)2-(2,5-dimethylpyrrolyl)-6-((4-(1-cyanoethyl)phenyl))-pyridine and20mL 
ethanol. After heating to reflux, 30 mL of a 10% aqueous solution of sodium 
hydroxide was added dropwise slowly, and refiuxing was continued overnight. The 
reaction was cooled and the pH adjusted to 1 with 6 N hydrochloric acid, then 
extracted into ethyl acetate. The organic layer was washed with brine, dried over 
10 sodium sulfate, and evaporated to a brown solid, mp 149-1 55°C, 384 mg (90.5%). 

'H-NMR (CDCI 3 , 6): 1.55 (d, J = 7, 3H), 2.22 (s, 6H), 3.80 (q, J = 7, 1H), 
5.95 (s, 2H), 7.14 (d, J = 8, 1H), 7.43 (m, 2H), 7.73 (d, J = 8, 1H), 7.87 <t, J = 8, 
1H), 8.05 (m, 2H). 

13 C-NMR (CDCI3, 6): 13.5, 18.1,45.2, 107.0, 118.3, 119.9, 127.3, 128.1, 
15 128.7, 137.5, 138.65, 141.1, 151.7, 156.5, 180.4. 

FAB MS (%): 321 (parent + 1 , 4), 279 (20), 167(45), 149(100), 113(36). 
Anal. Calc'd. for C 20 H 20 N 2 O 2 -1/4H 2 O: C 73.94, H 6.36, N 8.62. Found: C 
73.95, H 6.18, N 8.41. 

2-(2.5-PimethvlPvrrolvl)-6-((4-(1 -(4-isobutvloiperazin- 1 - 

20 vlamidotethvnphenvm-pvridine: To a 1 00 mL round-bottomed flask equipped with 
condenser and N 2 inlet were added 1 87 mg (0.584 mmol) 2-(2,5-dimethylpyrrolyl)-6- 
((4-( 1-carboxyethyl) phenyl ))-pyridine, 124 mg (0.584 mmol) N-isobutylpiperazine 
hydrochloride, 1 1 2mg (0.584 mmol) N-ethyl-N-3-dimethylaminopropyl-carbodiimide, 
79 mg (0.584 mmol) 1-hydroxybenztriazole, 0.2 mL (1 .461 mmol) triethylamine, and 
25 6 mL acetonitrile. The reaction was stirred at room temperature for 24 h, poured 
into aqueous sodium bicarbonate solution and ethyl acetate. The organic layer was 
washed with brine, dried over sodium sulfate, and evaporated. The residue was 
chromatographed on silica gel using methanol/methylene chloride as eluant to afford 
218 mg (84%) of an oil. 
30 'H-NMR (CDCI3, 6): 0.82 (d, J = 7, 6H), 1.45 (d, J = 7, 3H), 1.68 (m, 1H), 

" 1 .88 (m, 1 H), 1 .96 (m, 2H), 2.20 (s, 6H), 2.2 (m, 2H), 2.37 (m, 1 H), 3.33 (m, 1 H), 
3.42 (m, 1H), 3.54 (m, 1H), 3.74 (m, 1H), 3.93 (q, J = 7, 1H), 5.92 (s, 2H), 7.12 
(d, J = 8, 1H), 7.24 (m, 2H), 7.72 (d, J = 8, 1H), 7.85 (t, J = 8, 1H), 8.01 (m, 2H). 
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13 C-NMR (CDCI 3 , 6): 13.5, 20.6, 20.7, 25.3, 42.0, 43.0, 45.5, 53.1, 53.3, 
66.5, 107.0, 118.2, 119.8, 127.5, 127.7, 128.6, 136.9, 138.6, 143.5, 151.7, 
156.5, 171.7. 

APCI MS (%): 445 (parent +1, 100). 
5 ra-(2.5-Dime thvlDvrrolvl^6^ 

nhftnvl}-pvridine: To a 1 00 mL round-bottomed flask equipped with condenser and 
N 2 inlet were added 218 mg (0.491 mmol) 2-(2,5-dimethylpyrrolyl)-6-((4-(1-(4- 
isobutylpiperazin-1-ylamido)ethyl)phenyl))-pyridine, 20 mL dry tetrahydrofuran, and 
10 mL (20 mmol) of a 2.0 M solution of borane methyl sulfide in tetrahydrofuran. 
10 The solution was refluxed 24 hr, cooled, and the tetrahydrofuran evaporated. The 
residue was treated with 25 mL ethanol, 1 g sodium carbonate, and 300 mg cesium 
fluoride, and refluxed 24 hr. The reaction was cooled, poured into 1 N hydrochloric 
acid, and washed with ethyl acetate. The aqueous layer was adjusted to pH 10 with 
6 N sodium hydroxide solution and extracted into ethyl acetate. The organic layer 
15 was washed with brine, dried over sodium sulfate, and evaporated. Both organic 
layers were collected, and the first one used subsequently. 
APCI MS (%): 431 (parent* 1, 100). 

E 6-f 4-r2-(4-lsobutvt-oiDerazin-1 -vIM ■m Qthvl-ethvll-DhenvlVpvridin-2-vlamine: 
Prepared using hydroxylamine hydrochloride as in Example 1 24 F. Purification was 

20 effected by making the N-trityl derivative using triphenylmethyl chloride and 
triethylamine in methylene chloride at room temperature overnight, followed by 
chromatography on silica gel using methanol/methylene chloride as eluant, and then 
removal of the trityl group using 50% aqueous formic acid at 55 °C for 1 h, followed 
by filtration, adjustment of the filtrate to pH 10 with 6 N sodium hydroxide solution, 

25 and extraction into ethyl acetate. The resulting material was converted to the 
hydrochloride salt using HCI in ethyl ether to give a white solid, mp 250-260°C, in 
17 % yield. 

'H-NMR (CDCI 3 , 6): 0,86 (d, J = 7, 6H), 1.26 (d, J = 6, 3H), 1.74 (m, J = 7, 
1 H), 2.04 (d, J = 7, 2H), 2.37 (m, 6H), 2.47 (d, J = 7, 2H), 2.97 (m, 1 H), 4.48 (bs, 
30 2H), 6.40 (d, J = 8, 1H), 7.03 <d, J = 7.5, 1H), 7.25 (m, 2H), 7.46 (t, J = 8, 1H), 
'7.82 (m, 2H). 

,3 C-NMR (CDCI3, 6): 20.1, 20.9, 25.3, 37.2, 53.5, 66.0, 66.9, 106.7, 
110.7, 126.7, 127.3, 127.8. 137.5, 138.2, 146.9, 156.1, 158.1. 
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APCI MS (%): 353 <parent+1, 100). 

Anal. Calc'd. for C„H„N 4 3HCI 3/2H a 0 1/2(C 4 H 10 0): C 55.12, H 7.71. N 
10.71. Found: C 55.47, H 8.10, N 10.52. 

EXAMPLE 134 

5 6-{4-f1-Benzvl-2-(4-isobutv»-DiDaraztn-1-vlt-ethvH-Dhenvl>-Dvridin-2-vlamine: 
Prepared as in Example 133 using benzyl bromide in the alkylation analogous to 
Example 133 A in 13% yield for the final deblocking step, converted to the 
hydrochloride salt in ether. 

'H-NMR (CDCI 3 , 6): 0.86 (d, J = 6, 6H), 1.73 (m, J = 6, 1H), 2.03 (d, J = 7, 
10 2H), 2.37 (m, 6H), 2.53 (m. 3H), 2.69 <m, 1H), 2.83 <m, 1H), 3.14 (m, 2H), 4.465 
(bs, 2H), 6.40 (d, J = 8, 1H), 6.97 (m, 2H), 7.03 (d, J = 7.5, 1H), 7.13 (m, 5H), 7.45 
(t, J = 8, 1H>, 7.78 <m, 2H). 

,3 C-NMR (CDCI 3 , 6): 20.9, 25.3, 40.6, 45.1 , 53.4, 53.5, 63.7, 66.8, 106.7, 
110.7, 125.6, 126.5, 127.9. 128.1. 129.1, 137.4, 138.2, 140.4, 144.5, 156.0. 
15 158.1. 

APCI MS (%): 429 (parent + 1, 100). 

Anal. Calc'd. for C ae H M N 4 3HCI H 2 0 1 /2(C 4 H 10 O): C 60.76, H 7.82, N 9.45. 
Found: C 61.14, H 7.93, N 9.17. 

EXAMPLE 135 

20 6-r4-fPhenethvlamino-methvl)-Dhenvl1-Dvridin-2-vlamine 

A. 2-(2.5-DimethvlDvrrolvl)-6-(4-carboxvphenvl)-ovridine: Prepared as in 
Example 1 12A, using 4-carboxyphenyl boronic acid, in 22% yield, as a low-melting 
solid. 

1 H-NMR (CDCI3, 6): 2.22 (s, 6H), 5.94 (s. 2H), 7.21 (d, J = 8, 1H), 7.81 <d, 
25 J = 8, 1H), 7.92 (t, J = 8, 1H), 8.18 <m. 4H). 

APCI MS (%): 293 (parent+1, 100). 

B. 2-(2.5-Dimathvlovrrolvn-6-(4-(N-Dhenethvl carboxamido)phenvl)-pvridine: 
Prepared as in Example 108F, using the above and phenethylamine, in 70% yield, 
as a low-melting yellow solid. 

30 'H-NMR (CDCI3, 6): 2.20 (s, 6H), 2.95 <t, J = 7, 2H), 3.73 (dt, J = 5.7, 2H). 

"5.925 (s, 2H), 6.17 (broad triplet, J = 5, 1H), 7.17 (d, J = 8, 1H), 7.24 (m, 3H), 7.31 
(m, 2H), 7.78 (m, 3H), 7.89 (t, J = 8, 1H), 8.10 (m. 2H). 
APCI MS (%): 396 (parent + 1. 100). 



WO 97/36871 



PCT/IB97/00132 



-102- 

C. 6-(4-(N-Dhenethvtcarboxamido)Dhenvn-Pvridin-2-vlamine: Prepared as in 
Example IF, in 36% yield, as a low-melting tan solid. 

'H-NMR (CDCIj, 6): 2.94 (t, J = 7, 2H), 3.72 (dt, J = 5,7, 2H), 4.93 (bs, 2H), 
6.175 (m. 1H). 6.52 (d, J = 8, 1H), 7.09 (d, J = 7. 1H), 7.24 (m, 3H), 7.31 (m, 2H), 
5 7.54 (t. J = 8. 1H), 7.75 (m, 2H>, 7.97 (m, 2H). 
APCI MS (%): 318 (parent+1, 100). 

D. 6-r4-(Phenflthvlamino-mBthvl)-phanvn-pvridin-2-vlamine: Prepared as in 
Example 133D in 61% yield, mp 236-238 °C, as the hydrochloride salt. 

'H-NMR (CDCIj. 6): 2.81-2.85 (m. 2H), 2.88-2.92 (m, 2H), 3.84 (s. 2H), 4.47 
10 (bs, 2H), 6.43 (d, J = 8, 1H), 7.05 (d, J = 8. 1H), 7.18-7.29 (m, 3H), 7.24-7.27 <m, 
2H>, 7.29-7.34 <m, 2H), 7.47 (t. J = 8. 1H), 7.86 (d, J = 8, 1H). 

13 C-NMR (CD 3 OD, 6) 33.3, 49.4, 50.0,51.7,112.3, 113.4, 128.3,129.1, 
129.8, 130.0, 132.3, 136.1, 137.8, 145.8, 147.2, 157.4. 
MS <%): 304 (parent+1. 100). 
15 EXAMPLE 136 

6-{4-rtCvclo hexvl-methvl-amino)-methvl1-ohenvU-Pvridin-2-vlamine:Prepared 
as in Example 135 in 43% yield, mp>250°C, as the hydrochloride salt. 

'H-NMR (CDCI3, 6): 1.10-1.30 (m, 5H), 1.60-1.63 (m, 1H), 1.63-1.87 (m, 
4H), 2.20 (s, 3H), 2.41-2.46 (m, 1H), 3.60 (bs. 2H), 4.48 (bs. 2H), 6.44 (d. J = 8, 
20 1H). 7.06 (d, J = 8, 1H), 7.41-7.50 (m, 3H), 7.83-7.87 (m, 2H). 
MS(%): 296 (parent + 1, 100). 

EXAMPLE 137 

6-r4-(4-Amino-DiDeridin-1-vlmethyl)-phenvl}-pvridin-2-vlamine: Prepared as 
in Example 135 as an amorphous solid in 25% yield. 
25 'H-NMR (CDCIj, <?): 1.30-1.34 (m. 2H), 1.71-1.74 (m, 2H). 1.97-2.00 (m, 

2H), 2.57-2.60 (m, 1H), 2.77-2.80 (m, 2H), 3.46 (s. 2H), 6.39 (d, J =8, 1H), 6.94 
(d, J = 8, 1H), 7.27-7.29 (m, 2H), 7.42 (t, J = 8, 1H), 7.70-7.73 (m, 2H). 

MS (%): 283 (parent+1, 100). 
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EXAMPIE 138 

6-(4-PiDeridin-1-vlmathvl-ohanvl).Dvridin-2-vlamine: Prepared as in Example 
135 in 53% yield, mp >250°C, as the hydrochloride salt.. 

'H-NMR (CDCI 3 , 6): 1.40-1.42 <m, 2H), 1.54-1.59 (m, 4H), 2.39 (bs, 4H), 
5 3.51 (s, 2H), 4.50 (bs, 2H). 6.42 (d, J = 8; 1H), 7.05 (d, J = 8, 1H), 7.36 (d. J = 8, 
2H), 7.47 (t, J = 8. 1H). 7.84 (d, J = 8, 2H). 

13 C-NMR (CDCI3, 6): 24.2, 25.7. 54.3, 63.4, 106.9, 110.8, 126.5. 129.5, 
138.3. 156.0. 

MS (%): 268 (parent + 1, 100). 
10 EXAMPLE 139 

6-f4-(lndan-2-vlaminomethvl)-phe nvll-Dvridin-2-v1amine: Prepared as in 
Example 135 in 35% yield, mp 185-1 87 °C, as the hydrochloride salt.. 

'H-NMR (CDCI3, 6): 2.8 1 (dd, J, = 9. J 2 = 6, 2H), 3. 1 6 (dd. J, = 9, J 2 — 6, 2H), 
3.66-3.69 (m, 1H), 3.89 (s, 2H), 4.48 (bs, 2H), 6.42 (d, J = 8, 1H), 7.06 id, J = 8, 
15 1H), 7.11-7.20 (m, 2H), 7.40 (d, J = 8, 1H), 7.49 (t, J = 7, 1H),7.88 (d, J=8, 1H). 

13 C-NMR (CDCI3..J): 39.8, 51.9. 58.8. 107.0. 110.9. 124.7, 126.4, 126.9, 
128.5, 138.4. 

MS (%): 316 (parent +1, 100). 

EXAMPLE 140 

20 6-(4-f(2-Thiophen-2-vi-ethvlamino)-methvll- ohenvn-Pvridin-2-vlaminB : 
Prepared as in Example 135 in 68% yield as an amorphous solid 

'H-NMR (CDCI,, 6): 2.92 (t, J = 6, 2H>, 3.04 (t. J = 6, 2H), 3.84 (s, 2H), 4.48 
(bs, 2H). 6.43 (d. J = 8, 1H). 6.81-6.82 (m, 1H), 6.91-6.93 (m,1H), 7.06 (d, J = 8, 
1H). 7.13 (m. 1H), 7.34 (d, J = 8, 2H). 7.48 (t, J = 7, 1H), 7.86 (d, J = 8, 2H). 
25 13 C-NMR (CDCI3, 6): 30.4. 50.3. 53.3. 1 06.9. 1 1 0.8. 1 23.5. 1 24.9, 1 26.8, 

128.2, 138.3, 140.6, 142.9, 155.7. 158.2. 
MS (%): 310 (parent+1. 100>. 

EXAMPLE 141 

6-r2-Methoxv-4-(Dhenethvlamino-mathvn-phflnvll -Dvridin-2-vlamine Refer to 
30 Scheme 5: 

A. 2-Methoxv-4-methvlDhenvlboronic acid : To a 1 25 mL three-necked round- 
bottomed flask equipped with septum and N 2 inlet were added 2.3 g (1 1 .4 mmol) 2- 
bromo-5-methylanisole (prepared as described in EP 470794 A1 , see Chem . Abs .. 
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1 16:193935) and 25 mL dry tetrahydrofuran. The solution was cooled to -70 °C, 
and 5.5 mL (13.7 mmol) of a 2.5 M solution of butyl lithium in hexane added over 
3 min. The reaction was stirred 1 h at -70°C, then 2.34 mL (13.7 mmol) triethyl 
borate was added, and stirring continued for 2 h at -70°C. The reaction was 
5 warmed to room temperature and stirred for 60 h, quenched with aqueous 
ammonium chloride solution and dilute hydrochloric acid solution, and extracted with 
ethyl acetate. The organic layer was washed with brine, dried over sodium sulfate 
and evaporated to a dark oil, which was triturated with hexane to afford 630 mg 
(33%) of an oil. 

1 0 'H-NMR (CDCI 3 , 6): 2.37 (s, 3H>, 3.89 (s, 3H), 6.71 5 (s, 1 H), 6.84 (d, J = 7, 

1H>, 7.70 (d, J = 7, 1H). 

B. 2-(2.5-Di methvlDvrrolvl)-6-(2-methoxv-4-methvlohenvl)-Dvridine: Prepared 

as in Example 1 1 2A, using 953 mg (3.795 mmol) 2-(2,5-dimethyl)-6-bromopyridine, 

v. 

630 mg (3.795 mmol) 2-methoxy-4-methylphenylboronic acid, 1.61 g (1 5.1 8 mmol) 
15 sodium carbonate, 44 mg (0.038 mmol) tetrakis-triphenylphosphine palladium, 18 
mL ethanol, and 2 mL water, to give 670 mg (60%) of an oil. 

'H-NMR (CDCI 3 , 6): 2.28 (s. 6H), 2.45 (s, 3H), 3.93 (s, 3H), 5.98 (s, 2H), 
6.87 (s, 1H), 6.94 (d. J = 8, 1H), 7.14 (d, J = 8, 1H), 7.84 (t, J=8, 1H), 7.91 (d, 
J = 8, 1H). 7.98 (d, J = 8, 1H). 
20 13 C-NMR (CDCI,,*): 13.4, 21.7, 55.4, 106.7, 112.2, 119.2, 121.8, 123.1. 

125.1. 128.6, 131.2, 137.6, 140.6, 151.3, 155.6, 157.1. 
APCI MS (%): 293 (parent + 1 , 100). 

C. 6-(2-Meth oxv4-methvlohenvn-pvridin-2-vlamine: Prepared as in Example 
1 F in 90% yield, as an oil. 

25 'H-NMR (CDCI,, 6): 2.365 (s, 3H), 3.785 (s, 3H), 4.67 (bs, 2H), 6.34 (d, 

J = 8, 1H). 6.76 (s, 1H), 6.84 (d, J = 8. 1H), 7.09 (d. J = 7.5. 1H), 7.39 (t, J = 8. 
1H), 7.57 (d. J = 8, 1H). 

13 C-NMR (CDCI,. 6): 21.6. 55.4, 106.5, 112.15, 114.95, 121.5. 126.5. 
130.6, 137.4. 139.5, 154.3, 156.7, 158.2. 

30 APCI MS (%): 215 (parent + 1. 100). 

D. 2-Phthalimido-6-(2-m ethoxv-4-methvlrjhenvn-pvridine: To a 1 00 mL round- 
bottomed flask equipped with condenser and N 2 inlet were added 440 mg (2.15 
mmol) 6-(2-methoxy-4-methylphenyl)-pyridin-2-ylamine, 502 mg (2.29 mmol) N- 
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carbethoxyphthalimide, and 20 mL dry toluene. The solution was refluxed 14 h, 
cooled, and purified by chromatography on silica gel using hexane/ethyl acetate as 
eluant to afford 710 mg (90%) of a low-melting solid. 

^-NMR (CDCI 3 , 6): 2.355 (s, 3H>, 3.84 <s, 3H), 6.775 <s, 1H), 6.85 <d, 
5 J = 8, 1H>, 7.27 <m, 1H), 7.76 (m, 3H), 7.83 (t, J=8, 1H), 7.92 <m, 3H). 

13 C-NMR (CDCI 3 , 6): 21 .3, 55.2, 1 1 2.0, 1 1 9.6, 121 .6, 1 23.5, 1 24.7, 1 31 .0, 
131.5, 133.9, 134.4, 135,3, 137.8, 140.6, 156.0, 156.8, 166.8. 

APCI MS (%): 345 (parent* 1, 100). 

E, 2-PhthaMmidO'6-(2-methoxv-4-bromomet hvlDhenvn>pyri^i n i>> ToalOOmL 
10 round-bottomed flask equipped with condenser and N 2 inlet were added 0.7 g (2.03 
mmol) 2-phthalimido-6-(2-methoxy-4-methylphenyl)-pyridine, 0.36 g (2.03 mmol) N- 
bromosuccinimide, 10 mg azobisisobutyronitrile, and 30 mL carbon tetrachloride. 
The reaction was heated at 50 °C for 24 h, cooled, diluted with methylene chloride, 
and washed with aqueous sodium bicarbonate solution, dried over magnesium 
1 5 sulfate, and evaporated. The crude residue, 0.81 g, was used directly. 
APCI MS (%): 423/425 (parent+1, 100), 

F f 2-Phthalimido-6-[2-methoxv-4-(Dhenethvi a mino-methvHDhenvn-nvririip fi ' 
To a 1 00 mL round-bottomed flask equipped with condenser and N 2 inlet were added 
120 mg (0.28 mmol) 2-phthalimido-6-(2-methoxy-4-bromomethylphenyl)'pyridine, 

20 0.04 mL (0.3 mmol) phenethylamine, 29 mg (0.35 mmol) sodium bicarbonate, and 
6 mL acetonitrile. The reaction was heated at 50°C for 8 h, cooled, and extracted 
into ethyl acetate. The organic layer was washed with brine, dried over magnesium 
sulfate, and evaporated. The residue was chromatographed on silica gel using 
methanol/methylene chloride to afford 40 mg (31 %) of an oil. 

25 1 H-NMR (CDCI ? , 6): 2.85 (m, 2H), 2.89 (m, 2H), 3.84 (s, 2H), 3.85 (s, 3H), 

6.96 (m, 2H), 7.2-7.4 (m, 7H), 7.8-8.0 (m, 6H). 
APCI MS (%): 464 (parent+1, 100). 

G. 6-f2-Methoxv-4^Dhenethvlamin o-methvl)-nhenvl1-nvridin-2-vlamine: To a 
100 mL round-bottomed flask equipped with condenser and N 2 inlet were added 30 
30 mg (0.065 mmol) 2-phthalimido-6-[2-methoxy-4-(phenethylamino-methyi]phenyl)- 
pyridine, 7 uL (0.2 mmol) hydrazine, and 3 mL methanol. The reaction was heated 
at 50°C for 3.5 h, cooled, and concentrated. The residue was dissolved in 
methylene chloride, washed with aqueous sodium bicarbonate solution, dried over 
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magnesium sulfate, and evaporated. The residue was chromatographed on silica gel 
using methanol/methylene chloride as eluant to afford 10 mg (46%) of an oil, which 
was converted to the hydrochloride salt. 

'H-NMR <CDCI 3 . 6): 2.88-2.95 (m, 4H), 3.82 (s. 3H), 3.87 (s, 2H), 6.43 (d, 
5 J = 8, 1H).6.94(bs, 1H), 7.10 (d, J = 8, 1 H), 7.1 8-7.20 (m, 3H), 7.25-7.29 (m, 2H), 
7.45 (t. J = 8, 1H), 7.61 (d. J = 8. 1H). 
MS(%): 334 (parent + 1, 100). 

EXAMPLE 142 

6-{4-r(Cvclnhaxvl-miat hvl-amino)-mBthvl1-2-methoxvDhenvl>-Dvridin-2-vlamine 
10 Prepared as in Example 141 , using N-methyl-cyclohexylamine. with an 86% yield in 
the final step. 

'H-NMR (CDCI 3 , 6): 1.07-1.34 (m, 5H), 1.60-1.63 (m, 1H), 1.77-1.87 (m, 
4H), 2.22 (s, 3H), 2.42-2.47 (m, 1H), 3.59 (s, 2H), 3.83 (s, 3H), 4.44 (bs, 2H), 
6.41 (d. J = 8, 1H), 7.95-7.98 (m, 2H), 7.13 (d.J = 8. 1 H), 7.44 (t, J = 8. 1H>, 7.59 
15 (d, J = 8; 1H). 

13 C- NMR (CDCI 3 , 6): 26.0, 26.5. 28.6, 37.8, 55.7, 57.9, 62.0, 106.6, 
111.6, 115.4, 121.3, 130.5, 137.5. 152.5, 157.0, 159.0. 
MS (%): 326 (parent + 1 , 100). 

EXAMPLE 143 

20 fi-f 4-f 1 -Cinnsmvl-2-(4-isobutvl-Dioera zin-1 -vn-ethvll-Dhenv^Pwidin-2-vlaminB: 

Prepared as in Example 1 33 using cinnamyl bromide in the alkylation analogous to 
Example 133 A. in 98% yield for the final deblocking step, converted to the 
hydrochloride salt in ether. 

1 H-NMR (CDCI3, 6): 0.85 (d, J = 7, 6H). 1.73 (m. J = 6, 1H), 2.03 (d, J = 7, 

25 2H). 2.36 (m, 6H), 2.49 (m. 5H). 2.67 (m, 2H), 2.97 (m, 1H), 4.50 (bs, 2H), 6.08 
(m, 1H). 6.30 (m, 1H), 6.39 (d,J = 8, 1H), 7.04 (d,J = 7, 1H), 7.12 (m, 1H), 7.21 
(m, 7H). 7.45 (t. J = 8. 1H), 7.82 (m, 2H). 

13 C-NMR (CDCI3, 6): 21.0, 25.3, 38.1, 43.7, 53.6, 64.1. 66.9, 106.9, 
110.8, 126.0. 126.8. 128.1, 128.4, 128.8, 131.2. 137.7, 138.3. 144.8, 156.1. 

30 158.2. 

APCI MS (%): 455 (parent+1. 100). 
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EXAMPLE 144 

6-f4-r(Cvclohexvl-methvl-amino>.methvn-2-flu oro-Dhenvl)-Dvridin-2-vlaminB 

A. 2-Fluoro-4-methvlDhenvlboronic acid: Prepared as in Example 1 41 A, using 
2-fluoro-4-methylbromobenzene. in 97% yield, as a low-melting solid. 

5 'H-NMR (CDCI,, 6): 2.37 (s, 3H), 6.86 (d, J = 8, 1H), 7.00 (d. J = 8, 1H). 

7.685 (m. 1H>. 

B. 2-(2.5-PimethvlDvrrolvl)-6-f2-fluorn-4-methvloh envl)-nvridine; Prepared as 
in Example 141B, in 73% yield as a low-melting, yellow solid. 

'H-NMR (CDCI 3 , 6): 2.20 <s, 6H), 2.37 is, 3H), 5.91 (s, 2H). 6.97 (d. J = 8, 
10 1H), 7.04 (d, J = 8, 1H), 7.13 (d, J = 7, 1H). 7.84 <m. 2H), 7.98 (t, J = 8, 1H). 
APCI MS (%): 281 (parent+1, 100). 

C. 6-(2-Fluoro-4-methvlohenvn- ovridin-2-vlamine: Prepared as in Example 
141 C in 68% yield, as an oil. 

'H-NMR (CDCI,, 6): 2.35 (s, 3H), 6.43 (d, J = 8, 1H), 6.92 (d. J = 8. 1H), 
15 7.01 <m, 1H), 7.09 (m, 1H), 7.46 (t. J = 8, 1H), 7.76 (t. J = 8, 1H). 
APCI MS (%): 203 (parent+1, 100). 

D. 2-Phthalimido-6-(2-fluoro-4-mBthvlDhen vl)-pvridine : Pre pared as in Example 
141 D in 73% yield as a low-melting solid. 

'H-NMR (CDCI3, 6): 2.37 is. 3H), 6.96 (d, J = 8, 1H), 7.04 (m, 1H),7.35 (dd, 
20 J = 1 ,8, 1 H), 7.8-8.0 (m, 7H). 

APCI MS {%): 333 (parent+1, 100). 

E. 2-Phthalimido-6-(2-fluoro-4-b romomethylDhenvl)-pvridine: Prepared as in 
Example 141 E in 62% yield as a crude solid, which was used directly in the 
following step. 

25 APCI MS (%): 411/413 (parent+1, 45/42), remianing peaks due to 

impurities. 

F. 2-Phthalimido-6-f2-fluoro-4-fN-cvclohexvl-N- methvlamino-methvllphenvl>- 
pvridine : Prepared as in Example 141F in 8% yield as an oil. 

'H-NMR (CDCI3, 6): 1.22 (m, 6H), 1.6-1.8 (m, 4H), 2.22 (s, 3H), 2.45 (m, 
30 1H). 3.62 (s. 2H), 7.19 (d, J = 7, 1H). 7.35 (dd, J = 1,8, 1H), 7.8-8.0 (m, 8H). 
APCI MS (%): 444 (parent+1, 100). 



WO 97/36871 



PCT/IB97/00132 



-108- 

G. 6-(4-r(^Y ftlnhftXv| - mathvl ' am inQl ' meth V n ' 2 ' fl " 0r0 * phenvl ^* PVrid ' n * 2 " 
vlamine : Prepared as in Example 141 G in 57% yield as an oil, which was converted 

to the hydrochloride salt. 

'H-NMR (hydrochloride salt in CD 3 0D, 6): 1.16-1 .48 (m> 7H), 1 .57-1 .77 <m, 
5 3H), 1.89-2.05 <m, 2H), 2.09-2.22 (m, 2H), 2.76 <s, 2H), 7.05 (d. J = 8, 1H), 7.16 
(s, J = 8. 1H), 7.58-7.66 <m, 2H). 7.83 (t, J = 8, 1H), 7.99 (t, J = 8, 1H>. 
APCI MS(%): 314 (parent+1, 100). 

EXAMPLE 145 

^W4-((N-Phenethvl-N-rnftthvl)arninQ -methvl>-Dhenvll-Dvridin-2-ylarnine: 
10 Prepared as in Example 1 33D in 57% yield, mp > 250°C, as the hydrochloride salt. 

'H-NMR (CDCIj, 6): 2.30 (s. 3H), 2.67 (m, 2H). 2.83 (m. 2H), 3.60 <s, 2H). 
4.51 (bs. 2H>. 6.43 (d. J = 8. 1H). 7.08 (d, J = 7. 1H). 7.19 <m, 3H), 7.25 <m. 2H). 
7.35 <m, 2H). 7.48 (t, J = 8. 1H), 7.87 <m, 2H). 

,3 C-NMR <CD,OD, 6) 33.8.42.2,59.1,61.85, 107.0, 110.7, 125.9, 126.7, 
15 128.3, 128.7, 129.2, 138.3. 138.4. .139.3, 140.4, 156.0, 158.3. 
MS (%): 318 <parent+1. 100). 

EXAMPLE 146 

g-{4-l2-(4-(lsnmiinolin-1- v n-ninBra7in-1-vn-ethvn-Dhenvl>-PYridin-2-Vlamine: 

Prepared as in Example 1. using N-isoquinolin-1-yl-piperazine, in 30% yield. 
20 'H-NMR (CDCI 3 , 6): 2.63 (m, 2H), 2.75 (bs, 4H), 2.85 (m, 2H), 3.38 (bs. 

4H), 5.95 (bs, 2H), 6.39 (d. J = 8. 1H). 7.02 (d. J = 7, 1H), 7.31 (m, 2H), 7.39 (d, 
J=4, 1H),7.45 (t.J = 8. 1H),7.60 (t.J = 6, 1H). 7.71 (t,J = 6. 1H), 7.89 (m, 3H), 

8.09 (m, 2H). 

MS (%): 410 (parent+1, 100). 216 (38), 145 (45). 
25 Anal, (after conversion to the hydrochloride salt) Calc'd. for 

C 2a H 27 N 5 4HCI 2H 2 0: C 52.79, H 5.92. N 1 1 .83. Found: C 53.1 1 , H 6.06. N 
11.53. 
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and the pharmaceutical^ acceptable salts thereof, wherein 

R 1 and R 2 are selected, independently, from {C r C 6 ) alkyl, 

1 5 tetrahydronaphthalene and aralkyl, wherein the aryl moiety of said aralkyl is phenyl 
or naphthyl and wherein said (C r C e ) alkyl or said tetrahydronaphthalene group or the 
aryl ring of said aralkyl group may optionally be substituted with from one to three 
substituents, that are selected, independently, from halo, nitro, hydroxy, cyano, 
amino, (C,-C 4 ) alkoxy, and (C,-C 4 ) alkylamino; 

20 or R 1 and R 2 form, together with the nitrogen to which they are attached, a 

piperazine, piperidine or pyrrolidine ring or an azabicyclic ring containing from 6 to 
14 ring members, from 1 to 3 of which are nitrogen and the rest of which are 
carbon; 

and wherein said piperazine, piperidine and pyrrolidine rings may optionally be 
25 substituted with one or more substituents, preferably with from zero to two 
substituent that are selected, independently, from {C,-C e ) alkyl, amino, (C^Ce) 
alkylamino, (dMCVCe) alkyl] amino, phenyl substituted 5 to 6 membered heterocyclic 
rings containing from 1 to 4 rings nitrogen atoms, benzoyl, benzoylmethyl, 
benzylcarbonyl, phenylamtnocarbonyl, phenylethyl and phenoxycarbonyl, and wherein 
30 the phenyl moieties of any of the foregoing substituents may optionally be 
substituted with one or more substituents that are selected, independently, from 
halo, (C r C 3 )alkyl, (CVCgJalkoxy, nitro, amino, cyano, CF 3 and OCF 3 ; 
n is 0,1 or 2; 
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m is 0,1, or 2; 

each Ft 9 and each R 9 is selected, independently, from (C 1 -C 4 )alkyl wherein said 



aryl is selcected from phenyl and naphthyl; allkyl and phenallyl; 

X and Y are selected, independently, from methyl, methony hydroxy and 
5 hydrogon; and 

R 10 is <CVC e > alkyl; 

with the proviso that R e is absent when N is zero and R 9 is absent when M 

is zero. 

or a pharmaceutical^ acceptable salt of such compound. 
10 2. A compound according to claim 1, wherein NR ] R 2 is an optionally 

substituted piperidine, piperazine or pyrrolidine ring or one of the following rings: 

R 3 and R 4 are selected from hydrogen, alkyl, aryl, acyl, aroyl, carbamoyl, 
carbalkoxy; and , 
R 5 is selected from hydrogen, alkyl, aryl, and aralkyl. 
15 3. A compound according to claim 1 wherein NR'R 2 is 



20 



4-phenoxycarbonyIpiperazin-1 -yl; 
4-<4-fluorophenylacetyl)piperazin-1-yl; 
4-phenylethylpiperazin-1 -yl; 
4-phenoxymethyIcarbonylpiperazin-1-yl; 
4-phenylaminocarbonylpiperazin-1-yl; 
4-benzoylmethylpiperazin-1-yl; or 
4-benzylcarbonylpiperazin-1 -yl. 



4. 



A compound according to claim 1 wherein NR 1 R 2 is a group of the 



formula 



25 




K 



H 



30 



wherein NR 3 R 4 is NH 2 . 

5. A compound according to claim 1 wherein NR 1 R 2 



is a group of the 



formula 
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NR 3 R 4 



10 



15 



20 




wherein R 5 is araJkyl and R* is (4-fluoro)phenylacetyl. 

6. A compound according to claim 1 , wherein such compound is selected 

from: 

1-(4-{2-r4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-ethanone 

1-(4-{2-(4-(6-Amino-pyridin-2-yl)-phenylJ-ethyl)-piperazin-1-yl)-2-methoxy- 
ethanone 

1-(4-{2-[4-(6-Amino-pyridin-2-yl)-phenylJ-ethyl}-pipera2in-1-yl)-2-phenoxy- 
ethanone 

{4-{2-f4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-l-y|).cyclopentyl- 
methanone 

1-(4-{2-[4-(6-Amino-pyridin-2-yl)-phenyll-ethyl}-piperazin-1-yl)-2-phenyl- 
ethanone 
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3- {2-[4-(6-Amino-pyridin-2-yl)-phenylJ-ethyl}-3-aza-bicyclo[3,1 .OJhex-6-yl 

amine 

2-{4-{2-[4-(6-Amino-pyridin-2-yl)-phenylJ-ethyl}-pipera2in-1-yl)-1-phenyl- 
ethanone 

5 1-(4-{2-I4-(6-Amino-pyridin-2-yl)-phenyl|-ethyl}-piperazin-1 -yl)-2-(4-fluoro- 

phenyD-ethanone 

6-{4-[2-{4-Phenethyl-piperazin-1-yl)-ethyl]-phenyl}-pyridin-2-ylamine 

2- (4-{2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-1 -phenyl- 

ethanol 

10 {2-[4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-(3-oxa-9-aza-bicycloI3.3.1]non-7- 
yl)-amine ; 

6-(4-{2-I4-(2-Amino-2-phenyl-ethyl)-piperazin-1-yl]-ethyl}-phenyl)-pyridin-2- 
ylamine 

6-{4-I2-<4-Amino-2,6-dimethyl-piperM 
1 5 6-{4-[2-(4-Methyl-piperazin-1 -yl)-ethyl]-phenyl}-pyridin-2-ylamine 

(3-{2-[4-{6-Amino-pyridin-2-y!)-phenyll-ethyl}-3-aza-bicyclo[3.1 .OJhex-6-yD- 
dimethyl-amine 

6-[4-(2-Amino-ethyl)-phenylJ-pyridin-2-yIamine 

6-{4-[2-(8-Aza-sp!ro[4.51dec-8-yI)-ethyl]-phenyl}-pyridin-2-ylamine 
20 6-{4-[2-(4-lsobutyl-piperazin-1-yI)-ethyl]-phenyl}-pyridin-2-ylamine 

4- {2-l4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazine-1-carboxylic acid 
p-tolyl-amide 

6-{4-{2-[4-(3-Phenyl-propyl)-piperazin-1-yl]-ethyl}-phenyl)-pyridin-2-ylamine 

1- (4-{2-f4-(6-Amino-pyridin-2-yl)-phenyl]-ethyl}-piperazin-1-yl)-2-(4-chloro- 
25 phenyD-ethanone 

8-{2-[4-{6-Amino-pyridin-2-yl)-phenyl]-ethyl}-3-benzyl-1 ,3,8-triaza-spiro[4.5] 
decane-2,4-dione 

N-{1-{2-[4-{6-Amino-pyridin-2-yl)-phenyl]-ethyl}-pyrrolidin-3-yl)-2-(4-fluoro- 
phenyD-acetamide 

30 8-{2-[4-(6-Amino-pyridin-2-yl)-phenyIl-ethyl}-8-aza-bicyclo[3.2.1]oct-3-ylamine 

3- {2-l4-(6-Amino-pyridin-2-yl)-phenyl]-ethyO^ 

2- Amino-1-(4-{2-[4-(6-amino-pyridin-2-yl)-phenyl)-ethyl}-piperazin-1-yl)-3- 
phenyl-propan- 1 -one 
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6-{4-[2-(4-Amino-piperidin-1-yl>-ethyl]-phenyl}-pyridin-2-ylamine 

6-{4-[2-{4-Benzhydryl-pipera2in-1-yl)^thyl]-phenyl}-pyridin-2-ylamine 
6-{4-[2-<4-Benzhydryl-piperidin-1-yl)-ethyl]-^^ 
and the pharmaceutically acceptable salts of such compounds. 
5 7. A pharmaceutical composition for treating or preventing a condition 

selected from the group consisting of migraine inflammatory diseases, stroke, acute 
and chronic pain, hypovolemic shock, traumatic shock, reperfusion injury, Crohn's 
disease, ulcerative colitis, septic shock, multiple sclerosis, AIDS associated dementia, 
neurodegenerative diseases, neuron toxicity, Alzheimer's disease, chemical 
10 dependencies and addictions, emesis, epilepsy, anxiety, psychosis, head trauma, 
adult respiratory distress syndrome <ARDS), morphine induced tolerance and 
withdrawal symptoms, inflammatory bowel disease, osteoarthritis, rheumatoid 
arthritis, ovulation, dilated cardiomyopathy, acute spinal cord injury, Huntington's 
disease, Parkinson's disease, glaucoma, macular degeneration, diabetic neuropathy, 
1 5 diabetic nephropathy and cancer in a mammal, comprising an amount of a compound 
according to claim 1 that is effective in treating or preventing such condition and a 
pharmaceutically acceptable carrier. 

8. A method of treating or preventing a condition selected from the group 
consisting of migraine inflammatory diseases, stroke, acute and chronic pain, 

20 hypovolemic shock, traumatic shock, reperfusion injury, Crohn's disease, ulcerative 
colitis, septic shock, multiple sclerosis, AIDS associated dementia, neurodegenerative 
diseases, neuron toxicity, Alzheimer's disease, chemical dependencies and 
addictions, emesis, epilepsy, anxiety, psychosis, head trauma, adult respiratory 
distress syndrome (ARDS), morphine induced tolerance and withdrawal symptoms, 

25 inflammatory bowel disease, osteoarthritis, rheumatoid arthritis, ovulation, dilated 
cardiomyopathy, acute spinal cord injury, Huntington's disease, Parkinson's disease, 
glaucoma, macular degeneration, diabetic neuropathy, diabetic nephropathy and 
cancer in a mammal, comprising administering to said mammal an amount of a 
compound according to claim 1, that is effective in treating or preventing such 

30 condition. 

9. A pharmaceutical composition for inhibiting nitric oxide synthase (NOS) 
in a mammal, according to claim 1 , comprising a NOS inhibiting effective amount of 
a compound according to claim 1 , and a pharmaceutically acceptable carrier. 
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1 0. A method of inhibiting NOS in 8 mammal, comprising administering to 
said mammal a NOS inhibiting effective amount of a compound according to claim 
1. 

11. A pharmaceutical composition for treating or preventing a condition 
5 selected from the group consisting of migraine, inflammatory diseases, stroke, acute 

and chronic pain, hypovolemic shock, traumatic shock, reperfusion injury, Crohn's 
disease, ulcerative colitis, septic shock, multiple sclerosis, AIDS associated dementia, 
neurodegenerative diseases, neuron toxicity, Alzheimer's disease, chemical 
dependencies and addictions, emesis, epilepsy, anxiety, psychosis, head trauma, 

10 adult respiratory distress syndrome (ARDS), morphine induced tolerance and 
withdrawal symptoms, inflammatory bowel disease, osteoarthritis, rheumatoid 
arthritis, ovulation, dilated cardiomyopathy, acute spinal cord injury, Huntington's 
disease, Parkinson's disease, glaucoma, macular degeneration, diabetic neuropathy, 
diabetic nephropathy and cancer in a mammal, comprising a NOS inhibiting effective 

1 5 amount of a compound according to claim 1 and a pharmaceutically acceptable 
carrier. 

12. A method of treating or preventing a condition selected from the group 
consisting of migraine, inflammatory diseases, stroke, acute and chronic pain, 
hypovolemic shock, traumatic shock, reperfusion injury, Crohn's disease, ulcerative 

20 colitis, septic shock, multiple sclerosis, AIDS associated dementia, neurodegenerative 
diseases, neuron toxicity, Alzheimer's disease, chemical dependencies and 
addictions, emesis, epilepsy, anxiety, psychosis, head trauma, adult respiratory 
distress syndrome (ARDS), morphine induced tolerance and withdrawal symptoms, 
inflammatory bowel disease, osteoarthritis, rheumatoid arthritis, ovulation, dilated 

25 cardiomyopathy, acute spinal cord injury, Huntington's disease, Parkinson's disease, 
glaucoma, macular degeneration, diabetic neuropathy, diabetic nephropathy and 
cancer in a mammal, comprising administering to said mammal a NOS inhibiting 
effective amount of a compound according to claim 1 . 
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This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

l. |X Claims Nos.: h 1JLL . i( _ K „ 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although cla1m(s) 8,12 

ts(are) directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

because they relate to part* of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful Inter national Search can be carried out, specifically: 



□ 



be^e u£y are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first aheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . ri At all required additional search fees were timely paid by the applicant, this International Search Report covers all 
— searchable claims. 

2. ri As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3 n As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 1 covers only those claims for which fees were paid, specifically claims Noa: 



4 I I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
' 1 1 restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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